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The modern of the virus etiology of infec- 
tious hepatitis is a product of the investigations of recent 
war years both abroad and in this country. This theory 
is in accord with at least three facts: (1) the consistent 
failure to identify any causative bacteria with this 
disease; (2) the production of hepatitis in human 
volunteers by the administration of a filtrable agent,’ 
and (3) 1 — t in patients in the early — 
of this disease of leukopenia (with lymphopenia and 
subsequent neutropenia ) similar to that found in several 
other virus infections.* 

Historically, infectious hepatitis is an old disease and 
one which has been long known in civilian and military 


poleon 
paign in Africa and in the Civil War in this country, 
the Boer War in South Africa and in World Wars i 
and II. During World War I considerable effort 
was made to demonstrate an 


sion, in that for many years the investi 
breaks of infectious jaundice were carried out largely 
with the concept of leptospiral etiology. Blumer was 
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among the first in this country to indicate that infec- 
tious hepatitis probably represented the epidemic form 
of catarrhal jaundice. It is only recently that this idea 
has been more widely accepted. 

Infectious hepatitis may appear either sporadically 
or in large or small epidemics. Family outbreaks are 
In civilian life it is said to be primarily 
a disease of childhood, although its capacity to attack 
the young adult is attested by the magnitude of military 
epidemics. Clinically the disease is similar, as it 
appears in children and adults, although its course on 
the average is much severer in the latter group. 

During the late war tens of thousands of cases of 
this disease occurred among troops in various parts 
of the world, and — clinical descriptions have 
been recorded. In addition considerable knowledge has 
accumulated treatment and the use of cer- 
tain tests of liver function in diagnosis and prognosis.* 
In the accompanying chart is described the course 
of disease of an adult patient with infectious hepatitis. 


ETIOLOGIC AGENT 

Actually little is known in regard to the etiologic 
agent. The lack of susceptible laboratory animals or 
adequate serologic tests, as well as failure to propagate 
the agent in embryonating eggs or tissue culture 
have made the problems more difficult. Up to the 
present the best source of information has been in the 
use of human volunteers, to whom it is possible to 
transmit the disease readily. In this manner certain 
facts have become known about the etiologic agent, 
the possible manner of spread of virus and the preven- 
tion of the disease. A few strains of infectious 
titis virus have been obtained from different parts of 
the world, and the patterns of their behavior in man 
have been compared. 

Numerous attempts to transmit the virus of infectious 
hepatitis to the common laboratory animals, including 
many rodents, many species of monkeys and even chim- 
panzees have ſailed. Successful transmission of virus 
to pigs," canaries * and embryonating eggs has been 
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* ween various strains ot saimoneliiae in 10us 
hepatitis. It is now apparent that such an association 
probably represented the simultaneous occurrence of 
two diseases whose manner of spread, namely, the 
intestinal-oral route, was the same.' In addition the 
recognition of spirochetal jaundice and of its causative 
agent 7 icterohemorrhagiae caused confu- 
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but not confirmed. More recently MacCallum 
and Miles have described the transmission to rats 
of a filtrable icterogenic agent, following the adminis- 
tration of material derived from patients with infectious 
hepatitis. It is impossible as yet to know whether 
this agent originated in the patients or represents a 
spontaneously occurring infection in the rat. The spon- 
taneous appearance of a filtrable agent causing hepatitis 
has already been observed in colonies of supposedly 
healthy mice.“ 

German workers have recently reported the virus 
oi infectious hepatitis as being a polyhedral body with 
a diameter of the order of 180 millimicrons when 
visualized by means of the electron microscope. Neither 
this agent nor the rodent agent have been described as 
having reproduced the disease in human volunteers. 


TRANSMISSION EXPERIMENTS IN HUMAN 
VOLUNTEERS 

A large part of the available information about hepati- 
tis has been obtained through the use of human volun- 
teers in the experimental transmission of this disease. 
Such yy of necessity employ a relatively small 
number of subjects, thereby limiting the statistical 
value of results. It is evident that positive results 
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—— in such experiments in the laboratory of the 


unsuccessſul. The period of infectivity 
' of patients with this disease has been investi- 


found in the blood three days before the 

43, onset of disease." Attempts to recover 

virus from the blood and feces in the conva- 

lescent period as early as one month after 

onset of disease have been unsuccessful 

| s with relapse have virus in their 

— — ees has mot een determine 


are of value and the negative ones less so, requiring 
considerable caution in their int 

It is pertinent to call attention at this time to the 
arbitrary distinction which has been made between the 
naturally occurring disease, infectious hepatitis, and 
homologous serum jaundice. This latter term has been 
reserved for the form of hepatitis produced in persons 
who have been artificially ae through the paren- 
teral inoculation of human blood products in the form 
of vaccines, convalescent serums or transfusions of 
blood or plasma. Although the exact relationship 
between these two artificially separate forms of hepatitis 
is not clearly understood, it would seem likely that they 
helong to the same general group. The question has 
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food and milk have been described. E 
mentally, there is evidence that the intestinal-oral 
route may be of importance. This is based on the 
fact that the disease may be transmitted to human 
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naturally been raised whether all serum jaundice is 
not the artificial production of infectious hepatitis. The 
solution of this problem is not yet known, although 
experiments in the transmission of both forms of hepati- 
two vears. It is not yet determined whether the 
differences in route of inoculation, length of incubation 
period, distribution of virus, period of infectivity and 
lack of cross immunity are representative of the activi- 
ties of actually different viruses or of antigenic differ- 
ences of various strains of one virus. 

The etiologic agent of infectious hepatitis is known 
to be filtrable through bacteria-tight filters, resistant 
to a temperature of 56 C. for at least thirty minutes 
and able to withstand chlorination (1 part chlorine 
residual per million). It is readily recovered from 
the blood or feces of patients in the acute, preicteric 
or early icteric phases of disease. Several attempts 
to detect virus in the urine or nasopharyngeal washings 
of patients at similar periods have had contradictory 

results, although in general they have been 
— — | gated to determine when virus appears in 
102 the blood and feces and how long it remains 
100 | there. A single attempt to recover it from 
100 : the blood midway through the incubation 
99 : +. period of 1 experimentally infected human 
38 CCC volunteer was unsuccessful, but it has been 
thirty minutes. 
—— 
Neefe, J. X., and Stokes, J., Jr.: An Epidemic of Infectious Hepatitis 
Apparently Due to a Water Borne Agent, J. A. M. A. 2238: 1063 (Aug. 
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volunteers by feeding them infectious feces or serum.” as one of virus etiology, which may be spread by the 
Some support for this concept is also furnished by the intestinal. oral route and prevented by passive immuni- 
observation that infectious hepatitis often flourishes in zation. Although the exact relationship of this disease 
places where sanitation is poor and where other dis- to another form of hepatitis arbitrarily designated as 
eases spread by the intestinal-oral route (bacilliary homologous serum jaundice is not defined, it would 
dysentery and salmonellosis) are prevalent. seem likely that the two are closely related although not 
is difficult to evaluate the immune response elicited identical. and belong in the same general group. 

by the virus of infectious hepatitis, 1 


suggest that protective substances may be elaborated THE PATHOLOGY OF EPIDEMIC HEPATITIS 


tious hepatitis are said to be uncommon. Experi- ee eget yoy 
mentally, immunity has been demonstrated in human 29 
volunteers convalescent from hepatitis caused by two In the present state of knowledge of epidemic hepati- 
different strains of virus when challenged with the tis, this disease can be defined only in descriptive terms, 
homologous strain six to nine months after their initial since the infectious agent has not yet been isolated and 
infection. Partial cross immunity between these two identified. The disease is transmissible to human beings 
strains of virus has also been shown in that volunteers einige owe ogy inoculation with a filter- passing 
who were convalescent from infection caused by a presumably a virus.“ but in contrast to spiro- 
strain of virus obtained from children with the disease ead Rees 2 ——— 
in Pennsylvania were immune when inoculated with of animals has never been accomplished. It is charac- 
a strain of virus derived from a soldier who contracted terized clinically by evidence of hepatic dysfunction and 
infectious hepatitis in Sicily. Further evidence has pathologically by inflammatory and degenerative changes 
also been furnished by the demonstration of the prophy- in the hepatic parenchyma. It ordinarily runs a benign, 
lactic value of human gamma globulin when admin- self-limited course of two to three weeks’ duration, 
but symptoms may persist for months, with or without 
sey ™ of Behavior of Viruses of Infectious Hepatitis acute recrudescences. Although the mortality is low, 


Homologous Serum Jaundice in Experimentally death may occur at any stage. On clinical and patho- 
Infected Human Volunteers logic grounds it is indistinguishable from the endemic, 
l sporadic disease known for many years as catarrhal 
* . a — jaundice, from serum jaundice and from 
1 Fiitrable Seitz EK Seitz EK at least certain cases of attributed to 
2 Resistanceto heat 1 C. 90 minutes 6 C. @ minutes mine therapy. 
3 Susceptible anima! Men only Man only HISTORICAL DATA 
„0 2 The literature of epidemic hepatitis has recently been 
5 Route of infection Parenteral or oral Parenteral inoculation TeViewed by Lucke,’ and nothing would be gained by 
inoculation extensive repetition at this time, but a brief historical 
© Vieus in stool Acute phase Kot domenstrated résumé will serve to — why the pathology of the 
Gp — disease was comparatively unknown until the outbreak 
8 Immunity . a of the second world — Jaundice due to massive 
oo em None apparent necrosis of the liver was recognized as early as 1842 


atrophy.“ It was, however, regarded as a uni- 
istered in the incubation period of infectious hepatitis.“ — fatal disease. Twenty-three years later Vir- 
This Sr chow suggested that the benign, transient form of 
blood of the y human adult population of this. jaundice usuall 1 persons was due to 
Nr a catarrhal in which occluded the papilla 
infection. of Veter with © sine. He proposed the term 
SUMMARY “Icterus catarrhalis,” which quickly won worldwide 

ton acceptance and dominated medical thought for three 
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generations. Few people considered the that 
the two diseases might be related. 2 
to do so was Flindt,“ who as early as 1 — 
evidence linking the sporadie 
ada disease and showing that both could ter- 
minate in an acute form of atrophy of the liver. He 
concluded that the essential lesion was a tion 
of the hepatic parenchyma rather than a disease of 
the extrahepatic biliary ducts. Unfortunately his work 
was published in an obscure Danish journal and was 

ickly forgotten — by his compatriots. In 1912 

ockayne i reached the same conclusion 

abundant — followed, particularly from 
the Scandinavians, Linstedt.“ Ehrstrom“ and Wall- 
gren,"® all of whom pointed out the parallelism between 
the incidence of hepatitis and deaths from atrophy of 
the liver. Despite this steadily increasing volume of 
evidence general medical opinion remained compara- 
tively uninfluenced, and as late as 1930 Bergstrand "' 
reported from Stockholm an epidemic of “yellow atrophy 
of the liver,” paying scant attention to the concurrent 
epidemic of hepatitis in southern Sweden. 

Though the evidence was by now clear that patients 
dying of hepatitis regularly showed massive necrosis 
of the liver the possibility remained that this was a 

superimposed, merely terminal complication. The first 
evidence of hepatocellular degeneration in early s 
of the disease was provided by Eppinger. During 
the first world war he observed 4 cases of hepatitis 
in wounded soldiers who died of tetanus rather than 
of hepatic insufficiency. In all these cases the major 
biliary ducts were unobstructed and free of inflamma- 
tion, though such extensive degenerative changes in the 
liver cells were t that he likened them to a 


disease could only be by biopsy material. Such 
reports were at first sporadic and concerned individual 
and clinically atypical cases in which doubt in regard 
to diagnosis had led to surgical exploration of the patient 
(K Killian and Heyd" and Schrumpf )). 
The development i in 1939 by Roholm and Iversen ** of 
a technic for aspiration biopsy of the liver itted 
for the first time systematic studies of groups of patients. 
Their method was quickly adopted in other countries, 
and Dible, McMichael and Sherlock“ in England and 
Axenfeld and Brass in Germany utilized it with 
equal success. All these groups of investigators dem- 
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Fane" 
onstrated a combination of inflammatory and degenera- 
Pr changes in the liver throughout the icteric period 

the disease. 

MATERIAL 

The epidemic of hepatitis in the American Army 
during the recent war has furnished abundant oppor- 
tunity for further studies of its pathologic aspects. 
These have been or will be published in detail in other 
places. Since I had the privilege of collaborating 
in several phases of the work I will quote liberally 
from these observations in this article. From the spring 
of 1942 to April 1945 material from 296 fatal cases 
of the disease was submitted to the Army Institute 
of Pathology. The first 118 of these were reported by 
Lucké* in 1943. The succeeding 178 were reviewed 
by Lucke and Mallory.“ During the autumn of 1944 
and the winter and spring of 1945 a series of 160 
peritoneoscopic biopsies of the liver were collected by 
Horan, Jolliffe and Mallory from 137 volunteers 
exemplifying various stages of the disease. All were 

cured in Italy at a time when hepatitis was epidemic 
in the area. were no untoward complications 
of the procedure, and the patients either returned to 
duty or were sent back as convalescents to the United 
States. Consequently they may be regarded as rep- 
resentative of the nonfatal form of the disease. Since 
the observations differ significantly it will be best to 
consider the pathologic data of the fatal and nonfatal 
cases separately. 

FATAL HEPATITIS 

Most cases of fatal hepatitis can readily be classified 
into one of two types, subacute and fulminant, which 
show corresponding variations in clinical and pat 
observations. The first, or subacute, type is exempli 
by the Swedish epidemic of 1927 reported by Berg- 
strand and by the series of cases from the American 
Army oa 1942 and early 1943 which have been 
reported by Lucké. None of the patients in the latter 
eroded in less than ten days A few survived 

undred days or more in 59 per cent the 
duration ranged from twenty to fifty days. In these 
cases the livers showed extensive but irregularly dis- 

tributed necrosis and numerous foci of regeneration. 
In the material studied by Lucké and myself at the 
Army Institute of Pathology since August 1943 the 
majority (53 per cent) of the patients died in less than 
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days and a few even before the onset of jaundice. In 
this type of case necrosis is diffuse and massive and 
no evidence of regeneration is seen. Cases of this type 
have recently been reported by Wood" in material ' 
derived from — of the United States Navy. 
Despite the difference in the two types, enough points 
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10. Wallgren, . iseases 
ona J diseases but with a wide range of reaction to the same 
11. Bergstrand, II. eber dic ute w chronisc e 
des Ikterus, Verhandl. d. deutsch. 
Vases 
— Wounded Several Months Previously, Arch. Path. 41: 345 (April) 
ica . 


Lotte 134 
Newreer 8 


smaller than normal, commonly weighing 1,000 to 1,400 
Gm., but may be as small as 600 Gm. or may even 
be enlarged, depending on the relative proportions of 
necrosis and regeneration. The external surface is 
irregular. Depressed, wrinkled, usually reddish patches 
alternate with projecting yellow-green nodules or bosses. 
The fulminant cases, in contrast, show a diffuse and 
uniform alteration throughout the liver. Frequently 
the organ is but slightly shrunken; it may be tense but 
is usually soft and may be so flabby that it tends to 
flatten when laid on the table. The capsule is often 
wrinkled. The color is extremely variable, vellow, red 
or even purple, and often mottled. cross section 
the markings may be exaggerated, resembling an 
extreme form of nutmeg liver or may be totally obscured. 
In some the congestion is so intense that the cut surface 
resembles spleen more than it does liver. In most cases 
one would not suspect from the appearance of 
the organ the massive necrosis of parenchyma which 
the microscopic sections reveal. 

The microscopic appearances of the liver in the two 
types of the disease differ less than the gross observa- 
tions would lead one to expect. Common to both, 
though the proportions „are two main features: 
necrosis of hepatic cells and inflammatory reaction. 
In neither is there any involvement of the reticulum 
other than shrinkage in areas where parenchymatous 
cells have disappeared. 

The necrosis is almost invariably central. In the 
subacute type it is irregular in distribution. It affects 
some lobules in their entirety, others only partially. 
In the fulminant type the distribution is more uniform. 
and only narrow rims of viable liver cells persist at 
the extreme periphery of the lobules. In both types the 
necrosis always appears to be of the autolytic rather 
than the coagulative type, and even in the most acute 
cases with clinical histories indicating durations of less 
than three days the affected cells have usually completely 
disappeared. 

The inflammatory reaction is found chiefly in the 
stroma of the portal areas and at the interlobular boun- 
daries. It is of 
lyn es a neutrophi 
are present in small numbers. 
Inflammatory reaction within the lobule is inconstant. 
It is predominantly histiocytic in character, though neu- 
trophilic leukocytes may be present in varying propor- 
tions. Sometimes the histiocytes are numerous enough 
to almost seem to replace the missing liver cells; in 
other cases they are present in small numbers only. 
A final evidence of inflammation is endophlebitis of 
the central and other efferent veins. The periportal and 
intralobular inflammatory reactions are usually more 

minced in the fulminant than in the subacute cases. 
central endophlebitis in contrast is more conspicu- 
ous in the cases of longer duration. 

Regenerative changes occur both in hepatic cells and 
in bihary duct epithelium. Changes in the latter are 
the first to a r, and proliferation of the biliary ducts 
may already be evident in the most acute cases, even 
with apparent durations of only two to three days. 
Conspicuous regeneration of liver cells in contrast 
appears only after a latent period of several days. It 
is the lack of significant hepatic cell regeneration which 
serves to distinguish anatomically the fulminant from 
the subacute type. When regeneration finally begins 
it invariably starts from persisting cells at the periphery 
of the lobule. The newly formed cells are often abnor- 
mally large and multinucleate and seldom succeed in 
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reconstituting normal lobules with orientation of the 
cords about a central vein. In areas in which lobular 
destruction has been complete regeneration does not 
occur, accounting for the large depressed foci of red 
atrophy” which separate the regenerative nodules of 
the subacute type. : 


EXTRAHEPATIC PATHOLOGY 

In contrast to the dramatic changes in the liver, little 
that is noteworthy is found in the remainder of the 
body and most of what is seen can be explained as 
secondary to destruction of hepatic parenchyma. The 
extrahepatic bihary ducts so infrequently show any 
of occlusion that the occasional presence of 

a small plug of inspissated material in the common 
duct or papilla of Vater can be considered coinci- 
dental. Lymphoid hyperplasia is frequent, especially 
in acute cases, and may be generalized or restricted 
to the abdominal nodes. The spleen is commonly 
slightly enlarged, from 200 to 300 Cm., and only 
occasionally reaches the 500 to 600 Gm. range. In 
the acute cases the enlargement is dependent on con- 
stion and hyperplasia; in those of longer duration 
it gradually assumes the character seen with portal 
hypertension. The phlegmonous enteritis frequently 


Taare 1—Histologic Observation in Acute Phase 


of Hepatitis 
Histopathologic Changes 
Group Number Positive Doubtful Negative 
0 0 
Preicterie. _.. 7m 7 a a) 
Subicteric... 1 
Is 3 8 


noted as a terminal complication of the subacute cases 
was not observed in the fulminant type. Ascites is 
common and increases in frequency with chronicity. 
The kidney in acute cases shows fat storage in the 
proximal convoluted tubules and in the subacute ones 
may show a bile nephrosis of moderate severity. 
Despite the prominence of cerebral symptoms acute cases 
show only a mild nonspecific encephalopathy. Those 
of longer duration occasionally show slight lymphocytic 
infiltration of the meninges and lyn tic cuffing of 
small vessels in the basal ganglions. lesions do 
not suggest direct virus infection of the central nervous 
system. 
NONFATAL HEPATITIS 


Epidemic hepatitis is characteristically a benign dis- 


ease, since at least 99.6 per cent of all patients recover. 
The fatal case is atypical, so it is only by means of 
biopsies that the hepatic lesion of the usual form of 
the malady can be observed. Moreover, the biopsy 
method permits one to compare one stage of the disease 
with another and to observe the progress and regression 
of the changes. It will be convenient to describe first 
the lesions of the acute preicteric and icteric stages 
and then those observed in the posticteric stage. 

I. Acute Stage.—Fiity-four biopsies were obtained 
from patients believed to be in the acute or 


progressive 
phase of the disease. These cases fell readily into four 
groups, whose distribution is shown in table 1. 
Twenty characteristic cases were selected to illustrate 
various stages of the icteric phase. These provided 
control material for comparison with nonicteric stages 
of the disease and with atypical cases in which clinical 
jaundice developed. Thirtv-four patients were 


a transient rise of serum bilirubin to levels below 


constantly present in the icteric stage, 
ity of any one change and of the total 
over wide limits. 


1. Periportal inflammatory infiltration: This does 
not differ significantly from that observed in the fatal 
cases. It is always predominantly mononuclear. His- 
tiocytes and lymphocytes are most numerous, but plasma 
cells are usually present. Neutrophils and eosinophils 
can — be found, and the latter are occasionally 


lobule is apparent. 

2. Intralobular inflammation. Within the lobule itseli 
the reticuloendothelial cells are everywhere conspicuous 
due to swelling and hyperchromatism. frequently 
are also many focal collections of histiocytes, some of 
of which may be formed locally, perhaps from Kupffer 
cells, since — are occasionally seen. They may lie 
— within sinusoidal lumens or in the space of 

— they are clumped about the remnant 
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of a necrotic liver cell which has been extruded from 
the column. 


swelling of others. They seem to twist and kink, and 
their continuity is frequently hye T The reticular 
pattern is distorted, and foci of condensation may be 
apparent. 

4. Liver cell degeneration and necrosis: In the 
biopsy material studied by Horan, Jolliffe and myself ** 


rom its 
onal shape and shrinks yaline . reh 
into a h 
somewhat resembling the Councilman of 
fever. This is extruded from the cell column and passes 
into the of Desse or sometimes into the sinusoidal 
lumen. In either location it may form 
of monocytes. 


evidence 
cell degeneration is a ballooning of the cytoplasm. 
cell may increase to four or five times the normal di 


eter ; the becomes extremely pale and appears 
to consist of widely separated granules, but fat is not 
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preicteric stage. Nine of these subsequently became 
jaundiced and are classified as preicteric. Seven never 3. Lobular disarray: The normal radial arrangement 
developed clinical jaundice but within the expected , ; 
period 
2.5 mg. per cent was observed. We have called these 
4 ck acute central necrosis of the autolytic type char- 
N wy 8 8 acteristic of the fatal form of the disease was not 
nn 0 ae observed. In contrast all cases showed another form 
necrosis mentioned by Roholm and Iversen’ and 
and associates.“ but first fully described by 
Axenfeld and Brass. ““ This consists of acidophilic 
of individual cells at any point in the 
r 7 wei lobule. The stippled cytoplasm of the normal cell 
becomes homogeneous and intensely eosinophilic. The 
TV ets * nucleus becomes first pyknotic, then fragmented and 
Fig. 1.—-Preicteric case: Biopsy om the seventh day of illness, jaundice , 
appeared on the cighth day. It shows perilobular jon, extension 
inte the lobule, prominence of reticuloendothelial cells and lobylar disarray. “ 
subicteric cases. Eighteen other cases never showed * ‘ 2 1 
either clinical or chemical evidence of bilirubin reten- 1 f > 4% 
tion and are classified as nonicteric. A description of . j 
the microscopic observations in the various groups Pe eS a 2 
A. The Icteric Stage: Six features were found to bei 
syndrome varied! | 
or necrosis. In many instances a tendency for the > 7 14 
inflammatory cells to infiltrate the periphery of the — = — — — — 
Fig. 2.-—Subic 
was never clinically "The serum level tee 
mum of 1.52 mg. per hundred cubic centimeters. The hepatic cords appear 
disorganized. Various stages of acidophilic necrosis of liver cells are 
apparent. There is an increase in the number and prominence of endo 
theha!l nuclei. 


no means infrequent. It is possible that the numerous 
multinucleate cells represent abortive, 

attempts at cellular multiplication. 

Mitoses in biliary duct epithelium are much less fre- 
and convolution of the ducts, how- 
ever, indicate proliferative activity in the majority of 


6. Biliary Stasis: In icteric cases the biliary cana- 


os and biliary thrombi can regu- 
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taken twenty-four hours before the appearance of 
jaundice. 

In the 2 remaining cases j developed thirty 
and thirty-one days following biopsy. Since this is well 
beyond the usual duration of the preicteric period, it 
is impossible to be certain whether or not the patients 
were infected at the time of biopsy. The biopsy from 
vas entirely negative and from the other showed only 
questionable changes. 

C. Subicteric Cases: In 5 of the 7 subicteric cases 


group 

(fig. 2). 

ease the changes were minimal and in 1 taken on the 


retention despite close study. In 5 of these all the usual 
changes except biliary stasis were in mild to 
moderate degree (figs. 3 and 4). 


II. Posticteric Stage—Abundant clinical evidence 
such as the persistence of symptoms, signs 
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demonstrable. The nucleus may become atypical, and 
the cells are frequently multinucleate. This type of 
change is usually restricted to the central portion of the 
| lobule. 
| 5. Regeneration: Throughout the active phase of 
the disease mitotic figures are readily found in liver 
ANAS the observations were qualitatively indistinguishable 
— from those of the preceding (preicteric) group. No 
case showed biliary stasis, and the intensity of inflam- 
„ matory, degenerative and regenerative phenomena was 
87 
D. Nonicteric Cases: Eighteen suspected cases never 
| showed either clinical or chemical evidence of bilirubin 
ben — more criteria were positive remainder were 
n re absent. and the observations were considered equivocal. 
* In 8 cases the biopsy specimen was completely normal. 
* 
Fig. Acute nonmicteric case: Biopsy on fifth day of illness. The “@p” @ ~~ 
maximum serum tnhrubin was hundred cubic centimeters. 9 6. 2 
The icteric index was 4. The cephalin ulation readings were 3 4 and * g > _ 
4/4 plus. Low power magnification shows mild periportal inflammatory 4 * N ee NX 
infiltration but many foci of inflammatory cells within the lobule. 
cells. They are particularly numerous in the acute e 89 = es * pez 
s and often seem disproportionate to the amoun PY „% 
=* 
rly 1 y are issolved in process @ 
of paraffin imbedding. Small droplets of bile are also > 
present in the cytoplasm of the liver cells. Both of r . 1 a oe 
these processes are most apparent and usually restricted — . | 
to the central porwen of the lobule. : a ? Fig. . Same case as figure J. Detail from midzone of lobule to show 
B. Preicteric Cases: In 7 of the 9 patients in this dan, — 
group overt jaundice developed within one to seven necrotic liver cells which have been extruded from the hepatic columns. 
days of the time of biopsy. The biopsies were taken 
from the fifth to the fourteenth day of illness. In all or abnormal results of laboratory tests suggests that the 
7 specimens periportal and intralobular inflammation, disease may not terminate coincidentally with the dis- 
lobular disarray, focal necrosis and mitotic activity were appearance of clinical jaundice. Many cases in the 
apparent in a severity equal to or surpassing many of recovery phase were therefore selected for study, includ- 
the icteric cases (fig. 1). Biliary stasis was present ing examples of apparently normal convalescence and 
in only 1 case in which a biopsy specimen had been of delayed recovery. The distribution of these cases by 


clinical groups and the incidence of positive histologic 
observations is shown in table 2. 

A. Normal Recovery Group: Of the 20 convalescent 
patients constituting this group 2 had not had 
specimens taken in the acute stage of the disease. 
remaining 18 had had previous biopsies, and all but 
2, a subicteric and a 

histological itive tes 
— from the thirty-fourth to the one hundred and 
thirty-first day from onset, twenty-five to one hundred 
and ten days after the appearance of jaundice. Seven 
of the repeat biopsies, including the 2 previously nega- 
tive, showed no significant abnormalities. Five cases 
showed minimal changes which were regarded as of 
loubtful significance. In the remaining 8, definite evi- 
lences of persistent hepatitis were present. Most 


ally thoug 
entirely disappeared. Only 
sistent biliary stasis. Multinucleate cells had 4 — 
in number. A new 
in the acute stage, „ 
in many of the liver cells. 
The rate of recovery from hepatitis even in the clin- 


case showed slight per- 


ical group of normal convalescents evidently varies over 
wide limits. In 2 cases examined on the thirty-second 
and thirty-third days the hepatitis had almost Ceased, 
ed between the forty-fifth and 
conditions. 
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biopsy. At the other end of the scale, 1 
on the eighty-third day from 
from the appearance of 


fiftieth day of the disease and were often of clinical 
severity equal to or even greater than the original 
attack. of tee wore ot Gn uth 
of the recrudescence, the others at intervals from 
twenty-four to one hundred and thirty days after the 


C. Recurrent Attacks: Recurrence of 


hepatitis after 
a prolonged interval of normal health is by no means 
rare. were obtained from 3 
with such a The recurrence developed 3⁰⁵⁰ 
and 390 days after the original attack, and the 
the 
second episode. The first was indistinguishable from 
the acute stage of an initial attack, the second was 
entirely normal and the third showed only equivocal 
Taste 2—Posticteric Stage of Hepatitis 
Hepatitis 
Group Number Positive Doubtful Negative 
Normal 20 8 5 7 
— 10 10 6 0 
Recurrent attacks 4 4 4 4 


evidence of abnormality. No trace of permanent hepatic 
damage attributable to the first attack was found in 


Forty cases were classified 


Biopsies were obtained over a wide range of time from 
one hundred to five hundred days after the onset of 
the acute attack. In 15 the livers were normal, in 
10 the observations were minimal and were recorded 
as doubtful and in 15 . . positive. In 
the last 15 the 


and mitoses were seldom found. 

E. Chronic Nonicteric Group: One final of 
10 clinically debatable cases remains. They ay ae 
* as chronic hepatitis without jaun- 

patients gave no history of an acute icteric 
episode. In 3 an abrupt onset with symptoms charac- 


— of the prodromal ed an attack 
of subicteric or nonicteric 1221 In 3 others the 
history of acute onset was , and in the 
remaining 6 none could be . tients 


were clinically — the recov- 
ery For s ranging from eighty to three 
busied Gene they had complained of symptoms such 
as easy fatigue, anorexia and fat intolerance. The 
ere and a scat · 
tering of laboratory tests was positive. In only 1 case 


. A. M. 4. 
600 
case studied 
seventy- third 
moder- 
ately severe activity. 

B. Recrudescences: One of the most obvious rea- 
sons for delayed recovery was a recrudescence of the 
acute symptoms of the disease during convalescence. 
Such episodes commonly occurred from the thirtieth to 
second appearance of jaundice. The changes differed 
in no way from those observed in biopsies taken at 
equivalent time intervals during or succeeding an initial 
at 

‘ 
2 
Delayed Recovery: „; 
clinically as instances of delayed recovery because of the 
persistence of symptoms, signs or abnormal laboratory 
HE observations or some combination of these factors. 
Fig. 5. Normal convalescence. A biopsy taken on the cighth N 
the - of severe hepatitis. is 
was en mine * er. 5 
‘The intralebular lesions bave almost but’ not quite if the normal convalescent group; peripo intra- 
lobular inflammation and focal hyaline necrosis per- 
constant of these changes was continued periportal sisted, but biliary stasis and lobular disarray had cleared 
inflammatory infiltration (fig. 5). Frequent also were 
intralobular inflammatory foci and hyaline necrosis of 
occasional hepatic cells. The lobular disarray had usu- 
2 of the latter had shown severe lesions on the first 


cholesterol focesfation test of 4 ples in buth tubes st 
the end of twenty-four hours, sulfobromophthalein 

of 1.7 mg. per hundred cubic centimeters. This case 
alone in the group showed positive histologic evi 

of active hepatitis. Two other cases which showed occa- 
‘sional foci of ilic necrosis but no inflammatory 
changes were classed as doubtful. Two of the remain- 
ing 7 specimens were entirely normal. The other 5 
showed nonspeci such as fat vacuolization 


hydropic cells, which could not be 
en ropic 


COMMENT 

Comparison and Clinicoanatomic 
Classifications o titis.— “tn the —— ſour 
epidemio! t — were the spo- 
radic 1 ge forms of the naturally acquired 
disease, homologous serum jaundice and hepatitis to 
arsphenamine. Are there ing anatomic varia- 
tions? The verdict of all groups working with the 
biopsy technic is unanimously negative. Roholm ant 
Iversen’s material included both sporadic and ar 
amine-treated cases, and they could distingui 
differences. Axenfeld and Brass compared — 
and ic cases and found them identical. Dible. 
McMichael and Sherlock compared epidemic hepatitis, 
arsenotherapy jaundice and homologous serum jaundice 
and likewise concluded that the pictures were indistin- 
guishable. My own biopsy studies of epidemic cases 
are in close agreement with all these three series. 

Lucké and Mallory showed that most cases of fatal 
hepatitis fell into two types, the subacute and the fulmi- 
3 pa ion of the cases in the 


as a resuscitative measure. The interval between injury 
(and, by implication, transfusion ) and the 

of jaundice ranged from thirty to one hundred and 
twenty days with 60 per cent of the cases falling in 
the fifty to ninety day interval. This range is well 
within the known incubation of homologous 
serum jaundice, and it seems fair to assume that most 
of the cases may be so classified. The relative distribu- 
tion of the two of disease in wounded and non- 
wounded patients is shown in table 3. 

It is evident that the taneous disease can run 
either a subacute or a fulminant course and that in this 
series of severely wounded men the homologous serum 
type was overwhelmingly of the fulminant variety. These 
observations are balanced, however, by Lucké’s 1942 
series of cases, which were all of the subacute variety, 
despite the fact that the majority were homologous 
serum jaundice to vaccination against yellow 
fever. The method of infection is evidently not the 
explanation of variations in clinicoanatomic — and 
if different viruses are involved '* they produce identical 
effects. 

Po of Degeneration and Necrosis of Liver Cells. — 
In fatal cases of hepatitis massive central necrosis of the 
autolytic type has been invariably found. In 29 
material from nonfatal disease it may be present 


is exceptional. The only 
to show it died shortly after bi It was present 
in none of my cases at the time of bi moan, ban he tees 


20. (a) Roholm and Iversen.” Avxenfeld and Brass." 


6) Dible, 
McMichael and Sherlock. ed 


PATHOLOGY—MALLORY 


presence could be inferred in 1 instance from conden- 
sation of the reticulum about the central vein. 

Another feature frequently recorded in studies 
of hepatitis has been variously described 1 — * 
or granular degeneration of liver cells. This also 
is inconstant and is usually seen in the severer cases. 
extensive in 44 It is most definite in the center 
of the lobule, is requently associated with central necro- 
sis and may well be its precursor, as Roholm and 
— suggested. 

n contrast to these inconstant phenomena the 
acidophilic, hyaline necrosis of individual cells was 
invariably found in all progressive stages of the douse. 
This also was the experience of Axenfeld and Brass. 
They described it as most frequent in the center of the 
lobule, but in my material it red to be scattered 
indiscriminately without lobu 2 It is 
necrosis of this type which — 
responsible for the disorganization of on 
unms which is such a conspicuous feature of the acute 


stage. 

Central — Sage is so constant a feature of 
autopsy mat not in my experience proved 
characteristic of the typical and therefore noniatal case 
of hepatitis. It is so differem in character and dis- 


Taste 3.—Duration of Disease in One Hundred and 
Seventy-Eight Cases of Fatal Hepatitis 


Wounded Not Wounded 
Duration, Days Jaundice) 
— 2 
over 3 
tribution from the acidophilic, lative necrosis of 
individual cells that an entirely different mechanism 


probably is involved. 
Nonicteric Hepatitis —The material in this study pro- 
vides abundant evidence that active hepatitis may exist 
without clinical jaundice. All cases of hepatitis have 
their nonicteric stages. The liver already shows severe 
degenerative, regenerative and inflammatory changes 
in the earliest biopsies, which were obtained from one 
to seven days before the development of clinical jaun- 
dice. Active hepatitis furthermore persists several to 
many weeks after the disappearance of clinical jaundice. 
even in cases which appear to be making a normal 
clinical recovery. a 
The existence of nonicteric hepatitis has 2— 
been inferred to explain certain epidemiologic features 
of the disease.“ A single case with histologic verifica- 
tion was reported Axenfeld and Brass. My asso- 
ciates and I have found numerous examples in our 
own material. They fall into two types on the basis 
of the serum bilirubin levels. In one, elevations of 
serum bilirubin to levels from 0.7 to 2.0 mg. per 
hundred cubic centimeters were in the second 
repeated checks failed to demonstrate any rise above 
the normal level. The histologic observations in both 
these groups exhibited all the criteria of hepatitis except 
— stasis. Though the average intensity of inflam- 
ory and degenerative change was slightly below that 
manifested in the icteric group, there was much over- 
lapping; in several instances nonicteric cases showed 
severer lesions than did the frankly icteric ones. We 
were unable to recognize any consistent anatomic basis 
for the development of icterus. 
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disease. 

‘Epidemic hepatitis, in either fatal or nonfatal form, 
is characterized pathologically by the simultaneous 
occurrence of inflammatory and degenerative changes in 
the hepatic parenchyma. e fatal cases the degeneration 
takes the form of massive autolytic necrosis, which in 
some areas may be followed by extensive regeneration. 
In benign cases massive necrosis is seen only excep- 
tionally, whereas acidophilic coagulative necrosis of 
indivi 


organization of the lobular pattern, focal intralobular 
collections of inflammatory cells and active regeneration 
of the liver cells. All these factors are present in the 
prodromal period of the disease before jaundice becomes 


the development of clinical jaundice. 


JAUNDICE IN RELATION TO CIRRHOSIS 
OF THE LIVER 
STOCKTON KIMBALL, M.D. 
WILLIAM M. c. CHAPPLE, M.D. 


and 
SAMUEL SANES, M.D. 


In the course of a recent analysis of the effect of 
treatment of patients with decompensated Laennec’s 
cirrhosis, we were impressed with the increasing inci- 
dence of jaundice in recent years. We are reporting 
our observations in order to propose some questions 
concerning the part that this — plays in the 
life cycle of cirrhosis, especially of Laennec’s cirrhosis. 
Kolleston and Me Nee (1929) say: “Jaundice is not 
a prominent feature in portal cirrhosis, but it is met 


Functional failure of the liver cells 

the production of the jaundice.” ? Ratnoff and Patek 

found jaundice in 65 per cent of patients in their series 
placed emphasis on its uency. Since this time 

a number of writers have confirmed this observation. 


From the University of Buffalo School of Medicine and the E. J. 
Meyer Memorial Hospital. 


in a symposium on “Diseases of the Liver before the joint 
meeting of the on Gastro and the 
Section on 


1. Kimball, S., and Chapple, W. A. C.: Laennec’s C : A Dis 
case with an Improving Prognosis, Gastroenterology 8: 185, 1947. 

2. Rolleston, H., and McNee, G. W.: Diseases of the „ Gall 
“gas 207, 1942. 
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Features to be emphasized in the report herewith 
presented are (a) the f of the jaundice (four 
fifths of cases) in the 1941 to 1945 period and (h) the 
increase in the inci of jaundice, which doubled 
hetween the 1936 to 1940 period and the 1941 to 1945 


The patients on whom this report is based fall into 
two groups seen ing two of five years, 
1936 to 1940 and 1941 to 1945. The 1936 to 1940 


In an effort to minimize error we have excluded 
from our study all cases except those in which the 
clinical diagnosis of Laennec’s cirrhosis appeared 
unquestioned. All the cases analyzed showed signs 
of hepatic decompensation. As evidence of decom- 

cirrhosis we accepted the following: ascites. 
edema of the ankles, obvious splenomegaly, 


cardiac decompensation. Since this is a study of clini- 
cally evident cirrhosis, we have not included in the 
present analysis cases in which Laennec’s cirrhosis was 


clinically or did not give clinical evidence of hepatic 


In selecting the cases for analysis we attempted to 
Go dane Get in On 
diagnosis of cirrhosis of the liver. This was impossible 
in the earlier group, since the charts were bei i 
filmed and were not all available for study. 
earlier period, A, 160 i 


rom 
successive unselected charts were 
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SUM MARY 
The pathology of fatal and nonfatal hepatitis has 
been compared on the basis of a survey of 296 autopsy 
reports and 160 biopsies from 137 cases of nonfatal 
group we have labeled A, the 1941 to 1945 group, B. 
The patients in group A were treated symptomatically 
with a house diet, mersalyl, paracentesis and with- 
drawal of alcohol. The patients in group B were 
treated in addition with a high protein (150 to 
found in the progressive stage of the disease are dis- 250 Gm.), high carbohydrate (350 Gm.), low fat 
g (60 Gm.) and high vitamin diet, according to the 
concept introduced by Patek in 1937.“ The incidence 
of visible jaundice in group B was double that in 
group A. Despite this tact the death rate in group B : 
apparent, and many © } may persist for weeks alter was three-fourths that of group A and the survival 
it has disappeared. Evidence has been presented that time of patients in group B was two to four times that 
acute nic with characteris- of those in group A.' 
hematemesis or melena. Jaundice was not included as 
an evidence of hepatic decompensation. To avoid con- 
pe fusion concerning the nature of edema of the ankles 
and ascites, and despite the fact that Laennec’s cir- 
rhosis and cardiac decompensation may often coexist, 
ee we have excluded all cases which show evidence of 
with at some time in the course of the disease in more 
than one third of the cases. Thus in 293 cases, 
obtained by combining the statistics of Fagge, Veld and 
Sears and Lord, jaundice was recorded in 107, or 36.5 
per cent. Eppinger estimated that, it occurred in half Studied and compared with 0 successive unselected 
the cases. The jaundice is usually slight and often charts from the later five year period, B. In the first 
transient. It may be merely an incident in the course ſive year period, A, our information was obtained 
of the disease, and have passed away before the patient — — H. C. 
„ Chapple, most o ients in second 
comes under observation with indubitable cirrhosis. ©, 4 
this paper. The histologic slides were reviewed by Dr. 
Samuel Sanes. 
360 cases. It will be seen that of 160 patients in the 
first five year period, A, 57 who demonstrated clinically 
— — — ũ—5 — — — cirrhosis have been included for analysis 
200 patients in the sccond five year period, B, 
86 have been included for analysis. 
ES Our patients were seen in the general ward service 
of the American Medical Association, San Francisco, July 5, 1946. of a city hospital required by law to admit all who 
apply, including the persons with chronic and recurrent 
sci A. Jr: Treatment of Alcoholic Cirrhosis of the Liver 
_ igh Vitamin apy, Proc. Soc. Exper. Biol. & Med. 37: 329, 


134 
8 
trol of treatment were good. The interest of the 
members of the staff in vitamin deficiencies was strong. 
Opportunities for outpatient follow-up after discharge 
of the patients were excellent, but the chronic alcoholic 
addicts seldom availed themselves of this opportunity. 
At home they occupied themselves more consistently 
with drinking than with eating. When they again 
required hospitalization they generally returned to the 
same service, since other hospitals in the city do not 
welcome persons with chronic alcoholism. This pre- 
sented an excellent opportunity for follow-up studies. 
The percentage of patients who were confirmed and 
chronic alcoholic addicts and the percentage of those 
who showed clearcut evidence of vitamin i 


Tam 1—Comparative Study of Five Year Periods 


Taste 2.—Etiolegic Classification 


— 
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A 1 
* — 
18 75 
Spleen palpable. ? 16 
17 

— 13 25 

(Deaths in group with varices).......... qn) (9) 

during this hospitalization. In 2 instances in each 
group these earlier attacks had been more than five 
years before. In the remaining 2 in group A and 
within 


greater in the second than in the first five year period. 

Of 18 patients in group A in whom jaundi 

for the first time as part of the hospitalizing illness; 
i j was part of 


dice coincided with hospitalization only 23 died and 
Taste 4.—Jaundice 
A 

1906 to «1941 to 
Jaundice 

Preceding; without attack during admission i 2 
Jaundice on of during admission 

+ 1 atteck more than 5 years go 1 1 
+ several attacks more than 5 years ago 1 7 
+ 1 attack within 5 years................... 1 10 
+ several attacks within 5 years............ 1 5 
Transitory (no previous attacks)........... 2 2 
Terminal (no previous attacks)............. 10 2 


23 recovered. This suggests an incidence of 
from active hepatic disease considerably greater in the 
second period of five years than in the first. 

What is the significance of this increasing frequency 
of jaundice? And why does it now appear to be a 
less ominous sign in cirrhosis than it was in former 
years? 
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time of admission or developed while the patient was 
in the hospital for treatment of his cirrhosis. These 
3 patients had had jaundice in the past but did not 
manifest it while they were in the hospital. Four 
patients in group A and 21 in group B had had one or 
more attacks of jaundice preceding the attack present 

Taste 3.—Physical Observations 

shown in table 2. It is p that t ifference 

in occurrence of vitamin deficiency represents a differ- 

ence in observation and recording rather than a true 

difference in incidence. The deficiencies noted include : 

bleeding tendencies such as purpura or bleeding gums ; 

cheilosis; atrophic, red or purple tongue; pellagra; 

peripheral neuritis, and combinations of the foregoing. 

rr a five year period, the majority during the year pre- 

ee €eding hospitalization. On the other hand, in one third 

* . of the patients in group A and in over one half of the 

— — U— — — patients in group B the initial attack of jaundice was 

— N a rl ii 8 either a part of the illness which brought the patient 

to the hospital or developed after he entered the 
— — hospital. 

Most striking is the increased incidence of jaundice 
in the second five year period () as contrasted with 
the first five year (4) group. This contrast in inci- 

FFF dence applies both to the patients who had had earlier 

858 mee we attacks and to those in whom jaundice developed for 
otal . 
— — the first time as part of the hospitalizing illness. The 
. 2 recovery rate in the presence of jaundice was far 
B..... 

will be noted that the reported incidence of palpable pj — inition 

livers is high. How many of these livers were enlarged — 11 —11— 

is open to question. There was at times actual enlarge- 

ment; but even when a liver is reduced in size, as 

proved at autopsy, it is so increased in firmness that 

on deep inspiration its edge is often felt below the 

costal margin. The incidence of spider angiomas noted 

on the tables is certainly below the actual incidence. 

The same is true of the reported occurrence of signs of 

vitamin deficiency, especially as seen in the tongue. 

It is evident that whatever may be the etiologically 

significant factors in Laennec’s cirrhosis, alcoholism is 

a dominant factor and nutritional deficiency a signifi- 

cant factor in the life history of the patients in this 

series. We are raising this question: How far may 

intrahepatic damage associated with attacks of acute 

jaundice play a part in the progress and terminal pic- 

The incidence of jaundice (table 3) doubled in the 

second as compared with the first five year period. 

This was jaundice which was clinically, not merely 

serologically, evident. The history of jaundice is sum- 

marized in table 4. In all but 3 cases, 1 in group A 

and 2 in group B, the jaundice was present at the 


664 


Some information on these questions is revealed by a 
study of the livers which have been examined histologi- 
cally. In our series there were several cases of fatty 
cirrhosis and of Laennec’s cirrhosis accompanied by 
regressive changes in the cells of the liver. Data on 
the cases in which pathologic examination was per- 
formed are summarized in tables 5 and 6. In all the 
cases diagnosed as fatty cirrhosis the fatty changes 
were prominent, whereas the cirrhosis was of an 
early type. 

In listing fatty cirrhosis as a heading separate from 
— * cirrhosis we have taken cognizance of Con- 

s concept, which has been well summarized by 
— as follows: 

Connor supposes that there are three stages: (1) acute fatty 
liver, attributable to alcoholism, (2) early but definite progressive 
fibrosis and (3) a nodular cirrhosis with a reduction in size 
that is not likely to be marked. His theory is that the accumu- 
lation of fat operates mechanically to cause collapse of sinusoids 
and pressure on peripheral cells. Consequently there is anoxia 
of the parenchymal cells with atrophy and in acute cases a 
fatty necrosis. Proliferation of connective tissue cells begins 
in the sinusoids near the periphery of the lobule; even though 
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No. of No. of No. of 
Group Deaths Autopeies 
lo 
22 
Taare Diagnosis 
Group \ Group B 

cirrhosis _. 2 Is 
Cirrhosis and hemochromatosi« i 
i 
i 
Fatty Laennee’s cirrhosi« with acute dam- 

age to rer * 


conspicuous in the portal spaces the connective tissue does not 
grow out from them. A delicate reticulum forms around the 
degenerate parenchymal cells. This is followed by multiplication 
of fibroblasts. Fibrous strands are formed which connect col- 
lapsed sinusoids and communicate with portal spaces. As this 
progresses there is “some attempt at regeneration of bile ducts 
and liver lobules.” With improved diet, fat disappears and 
there is the “familiar quiescent, fibrotic, now somewhat shrunken, 
nodular liver of alcoholic cirrhosis.” That Connor's theory of 
pathogenesis is correct in all details is open to serious doubt, 
but his observations, together with the experimental work in 
cirrhosis is in certain cases an entity and not merely a 
Laennec’s cirrhosis in which fat has been deposited. 

Fatty cirrhosis is probably a subtype of Laennec’s 
cirrhosis, but it is convenient for purposes of emphasis 
to group together the cases in our alcoholic cirrhosis 
series in which the fatty deposits were more promi- 
nent than was the cirrhosis. We hope at a later date 
to compare these observations with those in the fatty 
livers of chronic alcoholic addicts who have died of 
nonhepatic causes. 

That several autopsies revealed livers with maximal 
fat accumulation but only early cirrhosis should be 
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emphasized. This is necessary because the 
pensated cirrhosis with ascites. Ascites, esophageal 
varices and jaundice were frequently seen. This clini- 
cal picture of decompensated cirrhosis may be mis- 
leading. It need not signify that the patient has a 
scarred, shrunken hobnail liver in which the changes 
are irreversible. Ascites has been reported by Lucke 
in acute epidemic hepatitis. 

The jaundice and ascites may be the result of fat 
accumulation, hepatocellular degeneration and lowered 
levels of albumin in the blood. On adequate treatment 
such states may be reversible. We have at times a 
histologic basis for hope. This provides a logical 
foundation for the improved prognosis which has 
followed employment of the Patek regimen. 

In several cases regressive changes i in the liver cells 
were observed. These regressive changes varied in 
degree. In some instances they were not more pro- 
nounced than those seen in an active form of Laennec’s 
cirrhosis without jaundice. In other cases, however. 
the degree of regressive change associated with jaun- 
dice was diagnosed by the pathologist as cirrhosis with 
a superimposed hepatitis. 

Because of the obvious difference so often seen 
between toxic cirrhosis and Laennec’s cirrhosis there 
is a logical tendency on the part of many to classify 
these as totally different pathologic processes. The 
frequency of jaundice and the occurrence of regressive 
changes in the liver cells in our series plus the evidence. 
of reversibility of the clinical picture on more adequate 
treatment raises these questions: To what extent will 
acute or recurrent attacks of hepatitis produce Laen- 
nec’s cirrhosis? How much does recurring jaundice 
on the basis of liver cell damage in an already estab- 
lished fatty, or Laennec’s, cirrhosis influence the clini- 
cal course of the disease and the pathologic picture of 
the liver? A purely hypothetical question is whether 
acute epidemic hepatitis may be one of the factors 
causing further permanent damage in an already 
susceptible liver. The last question is raised because 
epidemic hepatitis has been so much commoner in 
recent years and because in our series a history of 
attacks of jaundice preceding the hospitalizing attack 
was obtained four times more frequently in the second 
than in the first five year period. X case history 
(case 5) is reported in which there is some possibility 
that an early attack of acute hepatitis might have been 
of etiologic significance in the later development of 
Laennec’s cirrhosis. 


REPORT OF CASES 
The histories and pathologic data of 5 patients who 
manifested cirrhosis accompanied by acute degenera- 
tion of the liver cells are summarized herein. It is 
noteworthy that in contrast to the series as a whole, 4 of 
these 5 were women ; 3 of the 5 were alcoholic addicts. 


Case 1—M. P., a white woman aged 33, was admitted 
April 24, 1945; she had consumed 1 pint (473 cc.) of whisky 


one year and jaundice for two months; 
one month. Physical examination revealed jaundice (6.5 to 13.2 


5S. Karener, H. T.: and Pathogenesis of Hepatic Cirrhosis, 
Am. J. Clin. Path. 157701 75 


B.: The Pathology of Fatal Epidemic Hepatitis, Am. J 


6. 
Path. 471, 1944. 


— 
of hematemesis in 1943. She had vomiting and anorexia for 


Fig. 1.—Fatty liver with cirrhotic changes. 


Case 2—M. X., a Negro woman aged 
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5 mg. and the urea nitrogen 12 mg. per hundred 


17 
iT 
2 
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three months. She died March 22, 1944. 
acute diffuse degeneration of liver cells on 
liver (early portal cirrhosis). Jaundice and 
apparent. Histologic study (figs. 1 and 2 
and high power the fatty liver, the liver 
and the periportal cirrhosis. 

Case 5.—M. M., a white man aged 55, was 
death when admitted in 1944. He had been a known alcoholic 
addict for thirty-four years. He consumed from 2 to 3 
(7.5 to 11.3 liters) of beer per day plus whisky. 


72 
— 
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. diagnosis 
outpatient department admission in 1926 recorded jaundice 
edema. There were hospital admissions in 1936 and i 
for fractures. No jaundice was apparent, and the li 
not palpable. In 1941 the patient had jaundice. A 
admission Nov. 29, 1942 was for alcoholism. At this 
examination showed jaundice (7 van den Bergh units); 
liver was slightly palpable, the spleen was not palpable. 
symptoms were tremor, achlorhydria and hyporefiexia; 
patient had anemia (hemoglobin 12.2 Gm.) and leukopenia 
(white blood cell count 2,900, with polymorphonuclears 41 per 
cent, lymphocytes 48 per cent and monocytes 11 per cent). The 
and 


a5 


Votvme 134 
Numeea 8 
van den Bergh units); anemia (hemoglobin 8.6 Gm., red blood 
cell count 1 mill ion): many spider angiomas ; enlargement of the 
liver 5 fingerbreadths below the costal margin, and a red 
tongue. There were bile and urobilin in the urine. Death 
occurred May 10, 1945. Autopsy revealed acute hepatocellular 
damage occurring in a fatty cirrhosis ; jaundice ; enlarged spleen: ysical examination showed jaundice 
ascites ; bilateral hydrothorax, and esophageal varices. units) and hepatomegaly. The spleen was not pal 
were spider angiomas and ascites. The total 
— | 
babe 
RY 
ge „ 2 
N f s no evidence of syphilis. At the first admission, April 
there were jaundice, peripheral neuritis, palpable liver 
Physical examination showed jaundice, liver palpable, spleer 
not palpable, ascites, spider angiomas and ecchymoses of face, 
ee extremities and abdomen. Bronchopneumonia developed and the 
May 15, 1944. She died May 16, 1944. She had consumed ay . —_ Lo 4 
1 quart (946 cc.) of wine a day for five years. There was a . 4 — L * 5 “4 
a. , 1 
4 
— 
gallstone and early biliary nephrosis. 
Case 3—C. H. a white woman aged 55, 1 9 th R 
Dec. 17, 1942. She denied addiction to alcohol. 0 
history of intermittent jaundice and indigesti x ) ( y } 
An attack of recurrent jaundice with pain / 
quadrant of the abdomen and in the back, 7 . Ase / A nay 
liv ) on 
cen A. Th — 4 
control of 15 seconds. An exploratory laparotomy revealed 15 5 
hepatic biliary tract. The biopsy report was 9236ꝙ＋——— — 8 
here is an extensive fatty metamorphosis present. 
ttern of the liver is giving way to pseudolobula- patient died Jan. 24, 1944. Autopsy disclosed Laennec’s cirrho- 
3 3 . sis, acute damage to the liver cells; acute interstitial nephritis ; 
about by beginning fibrosis in the periportal N 
lle on the peripheral parts of lobules show bronchopneumonia, a gic 
tly superimposed on the fatty liver is an acute COMMENT 
Jaundice is present in the liver cells, with , ee 
iary canaliculi. There is decided interstitial The first 4 cases showed fatty portal cirrhosis with 
round cells and neutrophils. The impression acute hepatocellular degeneration. The third case is of 
is fatty change with early fat cirrhosis showing superimposed interest because of the absence of alcoholism and the 
so-called acute hepatitis.” presence of a long history of jawndice (seven years). 
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7. Hoffbauer, F. W.; Evans, G. T., and W. me. <). Bol ales are simultanec 
of the Liver with Particular Reference at is needle has proved satisfactory for 
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NEEDLE 


rst attempt failed. Originally the 
with a snug-fitting stylet. 
When this had penetrated the liver, as noted by move- 
ment coincident with respiration, the stylet was removed 
and the inner needle inserted. This caused some delay 
and increased the length of time that the needle remained 
in the liver. At present the stylet is not used. The 
instrument is first assembled with the inner needle 
retracted back of the tip. The skin at the point of 
introduction is incised with a size 11 Bard-Parker blade. 
Both needles are then introduced, and the biopsy speci- 
men is secured. If one is careful to infiltrate procaine 
down to the peritoneal surface and to allow a few 
— for to tke the 
is relatively painless. 
In 1945 Gillman and Gillman’ reported a 
series of aspiration needle biopsies of the liver. They 
piece of apparatus for the purpose, 
. manipulations to a minimum. 
— needle is inserted “in the apex of the angle between 
the xiphisternum and the right costal margin.” Accord- 


ing to these authors, the needle is directed slightly 
upward and to the left until the surface of the liver 


is reached. Gillman and Gillman have reported a 
number of valuable observations! relative to nutritional 
in the liver. The needle 


22 
7 

17145 
f 


8 7 


been successfully 
Bierwaltes and Mallery.“ 
— 
— It has a serrated cutting edge. The prime 
ture of this instrument is that the cutting needle 


as 
6. Gillman, T., and Gillman, Hepatic Damage in Infant 
„ 1) 1945. 


17. „ H.: Technique of Prostatic Biopsy, J. Urol. 
a Trephine U 


nv. Nan Bull: Univ.” Michigan 
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with Special to Its 
Biopsies, South African M. Se. roy 1945. 
Pellagra, 


with 
213, 1946, 


is contained within another 2 which 
into the liver. The 45 en by ad 
longer inner needle through and I tip 284 the 
outer one. Davis states that in his experience this 
needle is more satisfactory than the Silverman needle 
because the specimen obtained is larger. Suction is 
usually employed when the Roth-Turkel needle is used. 
DANGERS AND COMPLICATIONS 


0 1 recently discussed the ications of 

liver the needle method. He described 2 
fatalities, both in elderly patients. The danger of needle 
y was the subject of a recent editorial comment 

HE JourNAL.” Roholm, Krarup and Iversen “ 
—— = — review of the subject in their 
5 biopsies. As complications they listed the 
wing: (1) pain, (2) damage to neighboring organs, 

) implantation of tumor cells in the needle track, 
602 air — — (5) — (6) bile peritonitis and 


y is said to occur in about 
which the Iversen and Roholm 
898238 In my experience, pain after the 
biopsy has not been a prominent feature. In a few 
instances of local peritoneal irritation have been 
observed. is has been attributed to the presence of 
2 
site. 


ed, the mistake lay 
in the attempt to obtain the biopsy in a situation in 


which the liver was not easily below the costal 
margin. Baron“ contended that needle biopsy could 
be — safely by the anterior subcostal approach 


in the absence of hepatic enla t. Chiray, Fies- 
singer and Roux limited their attempts to patients 
with palpable liver. Davis * also selects his cases on this 


basis. 

The complications of implantation of tumor cells in 
the needle track, air embolus and infection can largely 
be by careful technic. Needless to say, the 

aseptic 


ond of Liver and. 
Biopsy of the Liver, editorial, J. A. 
M.: La punction biopsie du 


id. 2161 (Dec. 8 
( ) 
M.A. 129: 681 (Nov. 3) 1945. 
foie, Presse ‘med. 40: 78% (July 1941 
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occurred in 15 of the 65 cases in which the method 
was used. These were mainly due to unfamiliarity 
with the technic and hesitancy to insert the needle a 
MF LI, Damage to neighboring organs is a potential danger, 
‘ especially when the subcostal or anterior approach is 
employed. I have heard of 1 death in this country 
ore qe from peritonitis after an attempted needle biopsy of 
: * the liver. Autopsy disclosed a perforation of the colon. 
Fig. 2. — Technic of obtaining a biopsy specimen by use of the Silver- 
man needle: (1) the inner needle is retracted until the liver is entered; 
(2) it is then advanced and a strip of tissue cut; (3) the outer needle 
is then advanced over the inner, and the tissue fragment is trapped. 
technic. In diseases such as cholangitis, in which one 
suspects intrahepatic suppuration, needle biopsy is, of 
course, hazardous and should not be attempted. 
Leakage of bile into the peritoneal cavity is a potential 
danger, especially in the presence of obstruction of the 
biliary tract. In those instances of cancer of the biliary 
tract in which my associates and I have performed 
biopsies no such complication has occurred. The danger 
of perforation of the gallbladder must be considered. 
The chief danger of any biopsy of the liver is hem- 
orrhage. This has been the cause of most of the 
reported fatalities. The procedure should not be 
attempted unless one has at hand facilities for blood 
transfusion. The patient should be kept at rest in bed 
for twenty-four hours, and the pulse rate and blood 
n= pressure levels should be followed at intervals as 
— — — 


amount of blood that escapes from the 
of the liver is not great. In instances in which the 
puncture was made during itoneoscopy there was 
174 to observe the ing. It seldom lasted 

more than thirty to sixty seconds and consisted 
e slow trickle of Blood dows the surface of the liver. 


tense pneumoperitoneum used during 
has an inhibiting influence on the bleeding. 
One episode of intraperitoneal bleeding 
is 


Taste 2.—Needle Biopsy of the Liver: Reported Deaths 
Following the Procedure 


No. of 
Author Year Deaths Biopsies 
Bingel. 2 100 
(Olivet 2 10 
— He — 
145 3 Not stated 
Gillman and Gillman.............. 16 
Total 12 
cent. It is obvious, then, that needle biopsy entails 


valuable 
that its continued use is believed to be justified in 
selected cases. 

COMMENT 


On the medical service of the University of Minne- 


sies have been performed at the bedside, using the 334 
inch (9.5 cm.) “Vim"-Silverman needs as previously 
described. The ure has now been restricted to 
cases in which the liver is definitely enlarged and readily 
palpable below the costal margin. The method has been 
of great value in the clinical study of hepatic disease. 
It has often been of diagnostic aid, 3 in paren- 
chymal disorders, such as cirrhosis, hemochromatosis 
and amyloid disease. 

The value of the procedure in the differential diag- 
nosis of the jaundiced patient is an important considera- 
tion. The amount of tissue secured is small. The 
usually differentiate obstructive jaun- 

clinician 


. It must be admitted that 
there are times when such a differentiation will be diff- 
This is particularly true if the jaundice is of 
long standing. Iversen * believes that the differentiation 
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NEEDLE BIOPSY OF THE 


LIVER DURING 


PERITONEOSCOPY 
Some of my earlier experiences with needle biopsy 
of the liver combined with peritoneoscopy have been 
described.“ Kalk, Brühl and Sieke ** have — 
imi using the Iversen-Roholm needle. 


suspected disease that have been sub 

to i examination. Initially these were 
instances in which the liver was not enla and 
direct needle biopsy was therefore deemed unwise. 
of the liver for biopsy was desired, the pati have 
been examined with the peritoneoscope. was done 


One of the virtues of the direct needle biopsy has 
been its simplicity and the relative lack of discomfort 


produces. Perit examination is a 
much more formidable procedure. It must be p 
in an operating room. It ires the creation of a 


tense p " Patients usually have much 
more discomfort following this than they do after the 
i ire. However, the ad 


One may well ask, why perform needle biops 
Ruddock instrument contains a biopsy forceps — 
may be employed without an additional puncture wound 
in the abdominal wall ? There are two reasons. Inn 

it has been difficult to secure 


forceps has been the fact that the tissue is obtained 
from just beneath the capsule. The histologic struc- 
ture close to the capsule is not always representative 
of the entire organ. The needle, ou the other hand, 
i a deeper level 3 to 5 cm. 
and affords the pathologist a better 
opportunity for interpretation. 

When the peritoneal cavity is distended with air for 
ic examination, the liver falls away 
. The “Vim”"- 


used and with a spring guard, as shown in 
figure 4. principle, that is, the longer inner split 
needle, is the same as that devised yo wey by a 
man. The spring guard has been added to the 


@:113 (April) 
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should, therefore, be limited to hospitalized patients. In the presence of metastatic carcinoma in the liver 
The bleeding and clotting and prothrombin time are the biopsy, performed at the bedside, is of value only 
routinely checked before the method is employed. The i the needle happens to strike a metastatic nodule. This 
is a situation in which use of the peritoneoscope as an 
aid in securing the biopsy specimen offers a distinct 
advantage, since visualization of the surface of the 
liver is permitted. 
Nn a few instances of chronic passive congestion of the 
liver bleeding from the site of the puncture was more 
been previously reported. The ing was ſound at 
operation to be coming from a damaged artery beneath 
the left lobe of the liver and not from the liver itself. The 
operator passed the needle completely through the thin 
edge of the left lobe. — 
There have been a total of 12 deaths ascribed to needle OT Purposes of evaluating the two methods. 
biopsy of the liver in the literature reviewed (table 2). 
Sherlock “ stated the fatality rate as 0.67 per cent. 
Iversen * places the figure as somewhat below 0.5 per 
can visualize the surtace ot the liver. en 
alone is sufficient for diagnostic purposes, as for exam- 
8˙ ple when there are carcinomatous implants of the 
isk. ely. 
was thin and sharp so that the biting jaws could cut 
the tissue at the inferior edge have I been able to get 
a satisfactory specimen. In most instances, particu- 
larly those in which the capsule appeared thickened, 
to co through the tame 
— Ry * A more serious objection to the taken with a 
Silverman needle is not long enough to reach the surface 
of the liver if it is inserted through the anterior abdom- 
inal wall just below the costal margin in the right 
midclavicular line. A longer needle has therefore been 
22. Kalk, H.; Brahl, W., and Sicke, W.: Die gezielte Leberpunktion, 
can with complete accu 1 15 Deutsche med. Wehnschr, 693 (Oct. 1) 1943. 
secured in the first two weeks 1999. Ruddock, J. c Peritenesscopy, South. Surgeon 


need in 


plug pped 

within. The operator is apt to push too hard, and the 
needle then advances farther than is necessary. Deep 
ey into the liver is dangerous. On “the other 
if the operator is too cautious and fails to advance 


—The needle biopsy in unction with peritone- 
motihed Siiverman through a separately 

8 
wit 


8 

4.—A needle 18 em. in length and equipped is 
72 conjunction with peritoneoscopic examination 1 NI 


Fig. 


SUMMARY AND CONCLUSIONS 

The literature ining to needle biopsy of the 
liver has been briefly reviewed. The methods employed 
by various investigators are discussed. The addition 
of the biopsy to the clinical study of hepatic disease 
has aroused new interest in the subject. Much valu- 
able information on the histologic changes in the liver 
in such nonfatal conditions as hepatitis has been made 
available. The transition of infectious hepatitis to cir- 
rhosis has been elucidated by this means. 

The method is not without risk; the chief danger 
is hemorrhage. Needle biopsy of the liver should not 
be attempted unless one has adequate facilities for 
coping with the possible complications that may arise. 

On the basis of personal experience, the anterior 
subcostal approach is considered to be a satisfactory 
one if the liver is definitely enlarged and easily palpable. 
In the absence of hepatomegaly, peritoneoscopic exami- 
nation has been made and biopsy secured by means of 
a needle inserted through the anterior abdominal wall 
and guided into place while the liver is visualized. 
Under these circumstances the needle biopsy is believed 
to have some virtue over the customary forceps method. 
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“ALCOHOLIC CIRRHOSIS” 


RUSSELL S$. SOLES, M.D. 
ROSERT 5. CREW, M.D. 
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The term “alcoholic cirrhosis” is at once misleading. 
It implies that alcohol produces a certain characteristic 
type of cirrhosis. This, of course, is not true. There 
is no gross pathologic or histologic type of cirrhosis 
that can be identified as alcoholic in origin. Alcoholic 
cirrhosis is generally accepted as being synonymous 
with portal cirrhosis, although the latter condition is 
frequently found in children and adults who have not 
even remotely had anything to do with alcohol, and 
despite the fact that in the great majority of alcoholic 
addicts, as far as is known, cirrhosis does not develop. 

It is just a hundred years since Rokitansky stated 
that “granular liver is one of the most important, 
though in many respects and especially in reference to 
its pathogeny, one of the most enigmatical affections 
of the liver.” While some progress has been made in 
recent years in the study of the pathogenesis of cir- 
rhosis, its cause and mode of development continue to 
remain part of the mysteries of medicine. 

Lest one become too enthusiastic about any of the 
currently suggested causes of cirrhosis, the status of 
the numerous theories that have been suggested from 
time to time in the past should be considered. 

One of the earliest and most persistent theories is 
that concerning alcohol, which will be alluded to pres- 
ently. Another deals with the intestinal bacteria, which 
were thought by Adami many years ago to be an 
important factor in causing cirrhosis because they could 
be cultured from cirrhotic livers and from the resulting 
ascitic fluid. Adami did not believe that bacteria were 
a constant factor in all cases, and he stipulated that 
before their invasion there must be intestinal irritation 
from alcohol, acid fermentation or some other agent. 
Some twenty years ago Longcope showed that lesions 
resembling those found in cirrhosis could be produced 
by anaphylactic shock, the result of repeated injection 
of egg white or other protein. This indicated that 
protein sensitization and intoxication might originate 
the disease. Opie and others showed that cirrhosis 
could be produced by bacterial infections combined 
with poisons such as chloroform that are toxic to the 
liver. At the moment it is being assumed that alcohol, 
in league with diets deficient in protein and certain 
vitamins, especially of the B group, and diets of low 
carbohydrate and high fat content are responsible for 
cirrhosis. Unfortunately, reference cannot be made at 
this time to all the excellent experimental and clinical 

on this phase of the subject. Of especial 
interest, however, is the work of Moon,’ György and 
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progress of the outer needle over the inner, once the 
tissue plug has been cut. Without the guard, there ee 
is a tendency for the outer needle to advance too far 
beyond the inner one. There is a slight resistance to 
the 7 ge of the outer needle over the two - 
the outer needle far enough, the plug of tissue may 
not be cut off. This has been responsible for some 
of the failures of this technic. The little spring guard, 
therefore, allows one to advance the outer needle just 
the required distance once the cylinder of tissue has 
been cut. 
4 
— 
2 — 
22 
meeting of the Section on GastroEnterology and Proctology and the 
Section on Pathology and Physiology at the Ninety-Fifth Annual Session 
of the American Medical Association, San Francisco, July 5, 1946. 
1. Moon, V. H.: Histogenesis of Atrophie Cirrhosis, Arch. Path. 18: 
rhosis, hid. 16: 381 


Votome 
8 


Goldblatt,? Connor and Chaikoff. Patek’ and Post.“ 
Jolliffe and Jellinek.“ Fleming and Snell“ and others. 

In a number of cases attacks of acute and subacute 
hepatitis, be their causes of a virus, toxic or infectious 
nature, are thought to be forerunners of portal 
cirrhosis. 

Finally, it is the belief of some students of the sub- 
ject that disturbances of metabolism are at fault and 
that cirrhosis is the result of direct toxic affects com- 
bined with an allergic reaction ( Jaffe ). 

Ten years ago, on May 13, 1936, to be exact. Boles 
and Clark* presented before this section the results 
of an analysis of 4,000 autopsies studied at the Phila- 
delphia General Hospital in an attempt to throw some 
light on the relationship of alcohol to cirrhosis of the 
liver. At that time we said regarding the role of 
alcohol, study of which was the primary purpose of 
the investigation: “It is quite evident from our obser- 
vations that, og ye to prevailing opinion, alcohol 
cannot seriously be regarded as a specific cause of 


Taste 1—One Hundred and Forty-Two Cases of 
Portal Cirrhosis 


Portal 
Year Autopeles Cirrhosis % 
2,000 3.6 
Total. 3. 142 3s 


Taste 2—One Hundred and Forty-Two Cases of Portal 
Cirrhosis, Age and Sex Incidence 


Age Male Female Total 
00 1 1 2 
& 11 
15 15 * 
21 12 
12 15 27 
4 3, 7 
© 1 1 

112 
to 1 
cirrhosis of the liver Furthermore. “As the 


suggest 
In 1939 
Connor* suggested that alcohol did not cause cir- 
rhosis but that the combination of alcohol and a defi- 
cient diet which produced fatty changes in the liver 
eventually led to the disease. In 1940 Boles and 
2. Gyérgy, F., and Goldblatt, H.: Observations on Conditions of 
Injury ‘UNecrosis, Cirrhosie) in Rats, J. Exper. Med. 72775 
Connor, and Chaikoff, I. I. 


Path. 25: 761-762, 1938; abstracted from Proc. Soc. 


Exper. Bicol. & Med. 38: 356-359 2 1938, 
4. Patek, A. J., It., and of of by 


Nutritious Diet and Supplements in Vitamin B Complex, J. 
gation BO: 481-505 (Sept.) i941, 
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Crew ** reported the results of an investigation of 4,000 
autopsies performed at the Philadelphia General Hos- 
pital and reached conclusions which were 
identical to those arrived at in the former study made 
at the same hospital in 1936. 

The present analysis is based on the survey of 3,637 
autopsies. Two thousand of them were performed in 


Taste J. — One Hundred and Forty-Two Cases of Portal 
Cirrhosis, Race and Sex Ratio 


Male Female Total 
White. 51 118 
Negro 2 


» 
112 
Ratio: White to Negro, 3. tol 


the from Nov. 15, 1942 to Nov. 15, 1943, and 
1 
1945 to Jan. 1, 1946. Only cases of portal cirrhosis 
were considered. 

In the 3,637 autopsies studied, 142 cases of portal 
cirrhosis based on histologic were found—or 
3.9 per cent (table 1). This is almost identically the 
same percentage as was found by Boles and Clark in 
a series of 4,000 autopsies, which was 3.75 per cent. 
A study of the age distribution (table 2) shows 
that the greater number of cases of cirrhosis occur 


in those between 60 and 69 years of age. 
interest that almost the same number of cases were 
observed in the fourth and fifth decades, in as much as 
ten years ago there were considerable fewer cases noted 
in these decades. This indicates that while the total 
number of cases of cirrhosis proved at autopsy has 
not appreciably increased in the past ten years, a signifi- 
cantly greater number of younger persons are showing 
evidence of the disease. 

The ratio of males to females for all ages in the 
present group was 79 to 63, or 1.25 to 1. The ratio 
of males to females between 60 and 69 years of age was 


persons autopsied at showed a ratio 
of males to females of 5 to 4 or 1.25 to 1. 


Taste 4.—-Accurate History of Alcoholism in Sixty-Four of 
One Hundred and Forty-Two Cases of Portal Cirrhosis 


egroes 

In 64 of 142 cases of cirrhosis, an accurate history 
concerning the use of alcohol was obtained (table 4). 
of Uren, 


ri) 
12 
Cirrhosis is still much commoner in the white race 
than in the Negro race, the ratio being 113 to 39, 
| or 3.89 to 1 (table 3). *The ratio of males to females 
and Liver Cir . . 
reh is approximately the same for the two races. Previous 
at Ascites: Samplings of the total number of persons aut at 
Analysis of is and 
Treatment. 
7. Jaffe ilitic 
149 


in 50 of the 142 cases proved at autopsy 


7111 


11 

2322 


Tam 5.—Proved Clinical Diagnosis and Accurate History 
in Fifty Cases of Portal Cirrhosis 


Taare 6.—Jaundice and Ascites in One Hundred and Forty-Two 


1946 1996 
20 or 16 17 


not secured. If cirrhosis is suspected, inquiry is usually 
made concerning the use of alcohol. If alcoholism is 
„one may be certain that a diligent search 


per cent of cases; ascites in 
the two combined in 17 cent of cases. 
varices were noted in 15 cases, or 10.5 


E 
HE 


years the treatment of cirrhosis has been 
Seduction that eutritional deficiencies olay 
part in i production. Considerable relief 


ri 
7 


: 
1 
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case is not available. 

made concerning the diet of the alcoholic 

far from convincing, principally because of 
of examined and the rela- 


statements of Karsner,"' who his opinion in 
an excellent monograph on the and patho- 
genesis of the condition that a review of the morbid 
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In 50 cases it was definitely positive. Total abstinence be borne out by the facts. It is assumed that the 
was claimed by 14 persons. In the remaining 78 cases in protein, 
there was either no record of indulgence in alcohol, or of glycogen 
the history concerning its use was questionable. It is replacement 
significant that in younger persons with cirrhosis, of the liver cells. All this may be true, but, except 
namely those under 40 years of age, 9 of 13 admitted that the liver of the person with alcoholism exhibits 
heavy drinking. In 3 the history was questionable, various degrees of fatty dystrophy, proof that such is 
and in 1 abstinence was recorded. the 

A clinical diagnosis of cirrhosis of the liver was made have 
— aid 

the 
tively short period over which the dietetic survey was 
conducted. 
When one tries to appraise this whole subject of 
cirrhosis in an unbiased manner, he gives car to the 
furnish anatomic criteria of recognition and diagnosis. 
Without, such criteria experimental observations may 
he misleading and may even result in fallacious deduc- 
tions. The significance of morphologic studies of disease 
ay sometimes te overtooked in the 
Positive history of sleoboliem.........cccccccccceeeeeees approaches to the problems of pathology. The princi- 
Negative history of alcoholiom...............-ss00+sse0+: 3 ple of the positive identification of the disease in the 
Unreliatle history of aleohoilem.............-..0eeeeeees a experimental animal should apply to the investigation 
80 of any disease, be it hepatic cirrhosis or any other 
disorder. 
With this in mind one may inquire, aſter all, how 
Dr dieren is this chronic fibrosing disease of the liver, v1 
Cases of Portal Cirrhosis call it chronic hepatitis, atrophic cirrhosis or what 194 
YOu ~will, from chronic nephritis and other diseases 
whose pathogenesis is similar, whose eventual patho- 
logic patterns are comparable and whose symptoms are 
subject to the same variations and environmental influ- 
——. . — ences, and which follow through to the same inexorable 
termination ? 

As alcoholism is of such moment at the present time, Consider the parallel to nephritis, for example. An 
it is unfortunate that a more careful history concerning attack of acute nephritis may entirely subside or it may 
its use in all patients, regardless of their disease, is smolder, to be reactivated by an infection or some other 
Z aggravating influence. On the other hand, it may 

progress to chronic nephritis. In the case of nephritis, 
the same difficulty is encountered in nomenclature and 
or cirrhosis wi ie. Aside trom this, relatively classification of types, chiefly because the etiology is 
little if any attention is given to the matter. unknown. Furthermore, consider the striking simi- 

Jaundice was observed in 40 of the 142 cases, or larity in the pathologic process of the two diseases 
28 per cent. Ascites occurred in 54 cases, or 38 per the early stages of nephritis with inflammatory changes; 
cent. Both jaundice and ascites occurred in 24 cases, the later stages with parenchymal degeneration associ- 
or 16.9 per cent (table 6). The incidence of jaundice, ated with 1 and the deposit of fatty sub- 
ascites and the two together was strikingly close to ‘tances within the epithelial cells, and finally the stage 
that observed ten years ago. Jaundice at that time was o atrophy and scar formation. 5 

When two such common disorders as nephritis and 
portal cirrhosis are so comparable in their course, one 
must ponder whether there are not common etiologic 
factors. In both diseases alcohol and nutritional defi- 
ciencies may play an important op in individual cases, 
seem to attac etiologic ficance to 

cu In the case of portal cirrhosis, alcohol as well as 
decompensa 1071 irreversi y; ve clai chronic infection, toxemia, disturbances of metabolism, 
by various proponents of org —— The 82 tissue susceptibility and, no doubt, central nervous sys- 
attained are not disputed, but t resumption that t x : — * — 
disease is nutritional "disorder can hardly Am.’ Clin. Path. 181 1908 : 
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tem influences, such as seem to occur in hepatolenticu- (higher than heretofore advocated), low fat, moderate 


not previously been reported for human cirrhosis of the 
specific factor. liver, and its adoption is based on experimental and 
It would be unfortunate for the lay ya 
the impression that alcohol is blameless in t is therapeutic regimen was or two rea- 
a i i i to blame sons: first, as is now well known, the i 
. Id behoove evidence obtained in animals indicates conclusively that 
the members of the medical profession to discourage choline and methionine are proven lipotropic agents in 
recent attempts to minimize the importance of alcohol the prevention and alleviation of fatty cirrhosis of the 
as, if not a specific factor, at least a contributing or liver in the experimental animal. The experimental 
predisposing factor in the development of cirrhosis of evidence that has been amassed in cirrhosis of the liver 
the liver. and in cirrhosis due to alcoholism in human subjects 
Finally, considering the nonspecific status of alcohol, indicates that cirrhosis is a form of nutritional defi- 


sprue 
to folic acid therapy. 
NEW METHODS OF THERAPY IN CIRRHOSIS = Conflicting results were obtained with synthetic cys- 


THE LIVER tine, some investigators reporting lipotropic activity 

OF 7 of cystine * and others reporting its cirrhosis-producing 

LESTER M. MORRISON, M.D. effect.“ For this reason, synthetic cystine was not 
Les Angeles 


employed in this series of cases. 
Cirrhosis of the liver is no longer a hopeless, incurable It has been suggested that the lipotropie agent 
disease destined to progress until death intervenes. methionine could enhance in a synergistic way the 
Recent reports are rapidly accumulating evidence lipotropic (or fatty-cirrhosis-preventing) activity of 


cystine." I have reported elsewhere a detailed analysis damage to the liver. Experimental studies also showed 
of the results of treatment in cirrhosis of the liver in a that the cirrhotic symptoms due to choline deficiency 


have adopted consists in Experimental studies demonstrated that an inade- 

the administration of methionine, 2 Gm. daily; choline quate level of methionine cannot be compensated for 

chloride, 2 Gm. daily, a special liver extract prepared D 
Liver 


and Goldblatt, H.: Experimental Production of 
by the filtration and concentration of an aqueous liver Injury in Rats, Proc. Soc. Exper. Biol. & Med. 46: 492 
solution containing vitamin B complex ; a high protein with Chelios ond Dict frat and JA 
s at X. 
218: 1403 (April 18) 1942. Russakoff A. lumber 1. 
to ap 
From the Department of Internal Medicine, College of Medical int Med i. irrhosis ver, 
— Fy 1902. of the Liver i and Rabbits, Federation Proc 111 
Formerly at the Gastro Intestinal Temple University Medical 3. (a) White, A.: Choline Metabolism, in Web. — p. 267. (6) Sim- 
— 
oe m an, . 
-- , - 4. Spies, T. D.; Vilter, C. F.: Koch, M. R., and C Mu. HL: 
meeting Pat aed P the Ninety-Fifth — Observation on the Anti-Anemic Properties of Synthetic Folic South. 
Section on Physiology at y Annual M. J. 38: 707, 1945. Spies, T. D.: Folie Acid for Macrocytic Anemia 
of the American Associat San Francisco, July 1946. in „J. A. M.A. 226: 474 (Feb. 23) 
7 1. (% Patek SR Jr.: Treatment of irrhosis of the Liver J. Daft, . S.; Sebrell, W. II. and Lil D by 
f with High Vitamin » Proc. Soc. Exper * . 27 32%, Cyetine or Methionine of Hemorrhage and Necrosis of the Liver in 
, 1937. (6) Patek, A. I . and Post, I. Treatment of Cirrhosis of the Prec. Soc. Exper. Biol. & Med. S@:1, 1942. Tucker, Ii. F. 
— — Eckstein, H. C.: The Effect of Methionine and Cystine 
nvestigation on P j tic Livere Diet Chem 
Insufficiency New York — J Med. 15 1021. 1943 Beams." 
R. G. and’ A. M.: Portal Cirrhosis with Ascites: An Analysis of Med 
Two Hundred Cases with Special Reference to Prognosis and Treatment, G . —2 1411 ha. Path. 24: 67. 
Am. J. Digest. Dis. 1 115, 1942. (e) Etiology and Treatment of Cir- 1 Wohl 414 — 
rhosis, editorial, Ann. Int. Med. 613, 1945. (f) Barker, W. H.: 1945, $02, (b) Griffith, 14. ine Metabolism: IV. The 
The Moder Treatmens of Cirrhosis of the Liver. ‘lin, North America 11 
+273, 1945. (g) Ralli, K. P.; Robson, J. S.; Clarke — 54 Diet 
C. L; Factors Influencing Ascites in Patients with Cirrhosis of ence — 22 » 
the J. Clin. Investigation 34: 316, 1945. (A) Hoagland T. L.; 282437, 1940. 
The of Liver, Diseases, Bull. New York Acad. @4: $37 7. Morri 
: The of C 


son.") Griffith. 
Wbite. 1. 6 P., C. A.: The 


9. White. p. 274. 


lar degeneration, all play their role in the causation carbohydrate diet and frequent feedings of ame 
of the disease. In the light of our present knowl- milk. To my knowledge this identical combination has 
the suggestion is in. in | interest scien- any, 
tific accuracy, that all — to any type of cir- Kroup deficiency disease.“ It is also possible that 
thosis as “alcoholic cirrhosis” be abandoned. cirrhosis of the liver may be due to a specific vitamin 
7 ' deficiency, just as the macrocytic anemia of pernicious 
ows that many patients wi atic CIfrhosis ented Turner tat 
can improve, or recover as judged by clinical obserta- hepatic damage choline would largely prevent the cir- 
tions and laboratory tests, after treatment by the rhosis but not the necrosis and hemorrhage. Methi- 
: 1a, b wi : ith choline and onine was found to effectively prevent both t of 
series of 62 patients studied at two year intervals a 
over an eight year period of time. In this present than choline and that methionine can directly supply 
paper the results and basis for the treatment of choice this lack.“ It is now apparent that although diets may 
in cirrhosis are described and offered for trial by contain an adequate supply of choline, an imbalance 
r or deficiency of other dietary constituents can nullify 
METHODS OF TREATMENT the lipotropic action of the choline.’ 
bined Therapy, Ann. Int. Med. 84: 465, 1946. — 
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by excessive levels of choline and cystine.” It was 
further demonstrated that when methionine was added 
to choline in experimental hepatic damage and growth. 
a 50 per cent improvement in therapeutic results 

occurred.“ The damaged liver thus appears to have 
lost its transmethylation ability and requires both syn- 
thetic methionine and choline until normal transmethyla- 
tion can take place from the ingested food. 

Second, in a controlled series of 62 patients over an 
eight year period.“ therapeutic results suggested that 
the combination of methionine and choline resulted in 
a better therapeutic response than did various other 
combinations of amino acids, diet, liver and vitamin 
supplements in the treatment of hepatic cirrhosis. 
Methionine was taken orally in capsule form, the dosage 
being 2 Gm. daily. Similarly, choline chloride was 
administered orally in a daily dosage of 2 (m. 

A special liver extract was used by me because of 
experimental evidence that indicated its importance, 
when used with choline derivatives, as an aid in the 
prevention of hepatic damage. In addition, clinical 
evidence showed that a crude liver extract has definite 
therapeutic value in the treatment of human cirrhosis 
of the liver.“ I used a specially filtered liver 
extract ' fortified with vitamin B complex, the admin- 
istration of which was relatively painless, thus allowing 
large quantities (3 to 5 cc.) to be injected intramuscu- 


off to twice or once a week 
laboratory progress in each case. 
plements in the diet were often used for the same 
reasons, which demonstrated their experimental and 
clinical value in cirrhosis. Each cubic centimeter of 
the vitamin B complex incorporated in the liver extract 
contained 10 mg. of thiamine chloride, 10 mg. of nico- 
tinamide and 0.3 mg. of riboflavin. It is possible that 
the liver extract or the vitamin B complex contains a 
catalytic agent, which permits transmethylation and 
utilization by the liver of methionine and choline. In 
support of this suggestion is the experimental evidence 
that although the choline and methionine content in the 
cirrhotic liver may be normal or actually higher than 
te these factors are not available for utilization. 
protein diet which I prescribed 
of a high casein source of proteins by the 
use of skimmed milk feedings and cottage cheese but 
also of servings of meat three times a day wherever 
possible. The importance of a high protein diet in 
cirrhosis of the liver is now thoroughly established 
and takes precedence over dietary carbohydrate in ther- 
apeutic The maximum use of meat in 
this diet appeared to be advisable because of the neces- 
sity for providing the essential amino acids which con- 
10. (a) Womack, M., and Rose, W. C.: The Partial 
i Methionine by Cystine for Purposes of Growth 
241: 3775, 1942. (% Almquist, II. J., and G 
and ¢ 
(c) Grau, C. R.: 
„ ibid, 36; 


he im the 
or the past year 
much better tolerated. 
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CLINICAL MATERIAL 


ranged from 36 to 64 years, with a group 
average of 50 years. The average duration of symp- 
toms on ion for treatment in the group was 
1.6 years, with a range of from one month to five years. 
For ison a control group of 23 patients with 
cirrhosis the liver was analyzed. This group of 
patients was treated from 1938 to 1940 by the — 
tic regimen then in current use ; a high carbohy 


ite and amelioration of preexist 
symptoms, together with improvement toward sing 
values in liver function tests. The liver function tests 
routinely used in almost every case were the intravenous 
excretion test (thirty and 
sixty minute san . urobilinogen test in twenty- 
four hour specimens of urine, the icterus index and 
quantitative van den Bergh tests from the blood and 
bile salt concentration tests of the bile and urine 
devised by me. Many additional tests were performed, 

such as the cholesterol ester partition value and the 
hippuric a 1 test. The tests were carried 
out immediately prior to treatment, and f 

odic checks were made, usually at — bee — 


14. Morrison, L. M.: IV. 
of Bile 


from 


= J. 155 
tain the basic methyl groups, with and without the 
sulfur radical. These methyl groups are required by 
the liver for the transmethylation function which 
institutes regeneration and healing in cirrhosis. As 
has previously been stated, cirrhosis of the liver when 
produced experimentally is now regarded as a methyl- 
group deficiency disease. 

In all possible ways, in cases in which the patient 
could tolerate it, the patient's diet was stepped up 
to the limits of tolerance by forced feedings, or any 
other device, in the attempt to ingest the ideal maximum 
intake of 200 to 300 Gm. of protein, 300 Gm. of carbo- 
hvdrate and 50 Gm. of fat. 

A group of 20 patients with proved cirrhosis of the 
liver were treated and diagnostically divided into (a) 
9 patients with ascites and (b) 11 patients apparently 
free of ascites. All 20 patients revealed characteristic 
upper portion of the chest, ascites, edema of the legs, 
glossitis and decided loss of weight. In addition char- 
acteristic symptoms were present, such as weakness, 
malaise, inability to engage in normal mental or physical 
activities, anorexia or nausea, abdominal distress, gas, 
belching and constipation. 

rly daily, OF every other day, för Periods Varying ify There were- 16 men and 4 women in this group. 
several weeks to several months; injections were tapered Nine patients gave an antecedent history of alcoholism. 
and diuretics. The average duration of symptoms before 
treatment was 1.8 vears, with a range of from one 
month to 5 years. Twelve of these patients were 
chronic alcoholic addicts, and their average age was 

46 vears. 

Improvement was measured both in clinical terms, 
Chick, ibid. 87. 263,19 Sats in Bile and’ Urine. Digest 
“Tl, Fouts, J. Vitamin B Complex Studies in Dogs: Production of Simple and Accurote Method fer. toe 
Cierhosis ef the Liver, J. Nutrition 88: 217, 1945. Bile Salts in Urine and Bile, J. Lab. & Clin. Med. 26: 739, 1940; 
11. This liver extract is similar to that used by other investigators Preliminary Report of a New Her- Br ‘Test for Liver Function, Rev’ 

(footnote ic, g and h) and is not standardized for pernicious anemia Gastroenterol. 7: 269, 1940; The Bile Salt Concentration in 

by U. S. P. units. Drainage Bile from Normal and Diseased Livers, ibid. 106d Dal. 

12, Patek."* Patek and Post.» Fouts Morrison, 1. M.: A Simple and Accurate Method for Quantitative 

13, Ravdia, 1. Thorogood, Riegel, C.; Peters, R.. and Rhoads, Determination of Bile Acids and Salts in Bile, J. Lab. & Meu. 
F. E.: The Prevention of Liver Damage and the Facilitation of Repair 238: 1503, 1943. Morrison, L. M., and Swaim, W. K.: Two New Tests 
in the Liver by Diet, J. A. M. A. 157 322 (Jan. 30) 1943. for Gallbladder Disease, Rev. Gastroenterol. 121 i75, 1945. 


made more frequently. It was usually possible to corre- 
late the tests with clinical improvement, although this 
could not be done in numerous instances due to con- 
tradictory results. However, more often than not 


Taste 1.—Cirrhosis of the Liver Without Ascites 
Comparison of control cases* with treated cases? at the end of two years 


Controls Treated? 

Number of cases. 1¹ 9 
Deaths 1 0 
Ineapacitated from iliness. 6 3 
Return to normal activity 2 0 
of symp 1 7 
Improvement in liver function tests............... 1 9 
6 4 


the liver. On the whole, the tests were found to be 
a valuable index of clinical i 
interpreted in the knowledge of their limitations and 
usefulness. 

RESULTS 


years. The group of patients treated by the methionine- 
the end of two years. In the control group of 11 patients 
the morbidity was revealed as 9 patients who had not 
use of illness. In the treated group there were no 
patients who were disabled at the end of two years. 

2. Group of Nine Patients with Ascites (table 2).— 
After an average of four months of treatment, 4 patients 
returned to normal activity. The livers in these 4 
patients receded to normal limits in each case. Com- 
plete disappearance of symptoms took place in 4 cases, 
improvement was present in 5 cases. In 4 patients the 


nor progression of the disease occurring. One patient 
grew worse and died after two months. Liver function 
tests showed improvement in 5 patients, usually in from 
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REPORT OF CASES 
Cast 1—History—T. I., a white man aged 54, complained 
of slight jaundice, dyspnea, decided anorexia and nausea, all of 


The values for all liver function tests had returned to normal. 
The edge of the liver had receded and was about 1 cm. below the 
right costal margin. 


Controls* Treated? 
Number of cases. 12 9 
Deaths. * 1 
Incapecitated from illness. 2 5 
Return to normal activity 1 4 
Disappearance of symp 0 4 
Improvement in liver function teste 1 5 
Alcoholic history 6 & 
* Patients treated from de to 140 with 
hydrate sedatives, diuretics and — 
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The tests involving only urinary excretions were often FD 

pas Rear fustory revealed an 

intake of about a half pint of whisky and several bottles of beer 

Watory correlation between the tests occurred. even “ily over a ten year period. Meals were frequently omitted. 

: Physical Examination.—Essentially a mild but definite icteroid 

discoloration was present in the scleras and skin. The nutri- 

tended, and ascites were not detectable. The liver was enlarged 

sé 3 cm. below the right costal margin, and the liver edge was 
firm, smooth and tender to palpation. 

Liver Function Tests—The icterus index was 28 units; a 
twenty-four hour urobilinogen test was positive in a 1:@ dilu- 
tion; the sulfobromophthalein sodium retention in the blood was 
15 per cent at one hour. Bile salt concentration tests 
(Morrison '*) revealed 620 mg. of bile salts per hundred cubic 
centimeters of urine and 280 mg. of bile salts per hundred cubic 

— centimeters of bile (both pathologic). 
nydrete diet, sedatives, dhurctiee and iatravenows dextrose. Treatment—Two grams each of methionine and choline were 
7 Patients treated from 1943 to 104 CHE — choline, high given daily in conjunction with 3 cc. of an aqueous liver extract 
WK fortified with vitamin B complex for two months. The diet con- 
: . a sisted of one average serving of meat with each meal, three 
hough differing tests examined different functions of times a day; a liberal intake of fruit and vegetables, and 
skimmed milk between each meal and on retiring. 

Progress—Within two weeks there was a diminution in 
jaundice, an increase in strength and well-being and disappear- 
ance of all symptoms. In two months, all visible jaundice had 
disa and ¢ 

1. Group of Nine Patients Without Ascites (table 1). 
—After an average of three months of treatment, 8 
patients returned to normal activity. The liver in each 
of these instances receded to normal limits, with the This patient was referred for psychiatric treatment 
. exception of 1 case. Definite clinical improvement was in the attempt to prevent recurrence of the emotional 
present in each treated case, with complete disappeat- factors which had motivated his escape into alcoholism. 
ance of symptoms in 7 cases and improvement in the For one year following his recovery he has remained 
remaining 2 cases. Liver function tests were improved in excellent physical and mental health. 
in each case from Swo to four weeks after therapeutic Cast 2.—History.—A. I., a man aged 51, a traveling sales- 
management was instituted. Most of the tests were man, was seen four months after the onset of jaundice. There 
normal in the 7 cases at the end of five months. A vas associated weakness, abdominal distention, pain in the 
control group of 11 patients .with cirrhosis of the liver epigastrium and loss of weight. From four to five whisky high- 
in whom only palliative measures were employed from balls and several bottles of beer had been drunk daily for many 
1938 to 1940 revealed 3 deaths at the end of three years, and meals were frequently skipped when he was driving 
on long trips. Immediately prior to the onset of jaundice, the 
patient had been inhaling the fumes from a special antifreeze 
Taste 2.—Cirrhosis of the Liver with Ascites 
Comparison of control cases* with treated cases} at the end of two years 
disease appeared to be arrested, neither improvement ee 
7 Pat trea rom 193 to 194) wit „ choline, high 

i 1 ing from an overheated radiator 
two to four weeks after therapy. In the untreated 
control group of cases, 9 of the 12 patients were dead n of loss of weight was pro- 
at the end of two years, as against I of the 9 patients ced: pitting edema was present in both legs; the abdomen 
in the treated group. In the control group the mor- ns moderately distended and displayed shifting dulness with a 
bidity incidence was 2 patients who survived but were — fuiq wave. The collateral venous circulation was clearly visible 
incapacitated at the end of two years, as against 5 cover the abdomen and lower part of the chest; well defined 
patients in the treated group who survived but were hemorrhoids were present. The liver could not be palpated 
incapacitated. because of the distention. 
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— * DISCUSSION ON DISEASES OF THE LIVER 677 
are available for the induction of gonadal damage, especially who were admitted to the County Hospital had been able to 
in the male. The damage to the sex organs is, in my experi- raise enough money for liquor but had little left over for food. 
ence, proportional to the severity and the duration of the hepatic Since the beginning of the war they had enough money for 
disease. My associates and I reported in 1940 such hormonal both, with a corresponding improvement in their health. At 
observations in the striking syndrome of gynecomastia and the University Hospital, where patients from a higher economic 
testicular atrophy associated with advanced hepatic cirrhosis. level are represented, no such change was observed. To answer 
Recently our group observed damage of sex organs in rats Dr. Schiff’s question, no difference was noticed in the results 
relationship, Snell and his associates reported in 1945 striking thrombin time to vitamin K administration in the two types 
testicular damage in cases with acute hepatitis. Wood in 1946 of hepatitis which he mentioned. 
likewise reported testicular damage in men with acute hepatitis. Da. Harry Sway, Philadelphia: I should like to stress the 
It is necessary to emphasize this liver-gonadal relationship $0 vate to be derived from liver function studies in the Gere. 
that a closer inspection of the patient be made at the bedside tiation of hepatocellular and cholangiolar or other types of 
as well as at the postmortem table for evidences of pathologic obstructive jaundice. In evaluation of liver function tests, 
conditions of the reproductive system particularly in the male  esccciaily in jaundice, certain factors must be kept in mind. 
testes, im the sex accessories and in the breast, in every car The multiplicity of the functions of the liver and the dissocia- 
of disease of the liver. Where facilities are available, hormone tion of the effects produced by hepatic damage has been stressed 
assays for the estimation of urinary estrogens should be carried adequately. Another factor mentioned by Dr. Watson has not 
because the presence of free unconjugated estrogens in the urine deen appreciated sufficiently, namely that hepatic function is 
is, in our experience, an accurate index of the failure of that always a dynamic never a static process, and especially 80 in 
particular function of the liver which has to do with the inactiva- Gime te — 
tion of the sex steroids. The clinical implications of this Jae. In testing .. — — 
, performed early and repeated frequently will overcome these 
particular liver-gonsdal relationship are truly legion, adequate procedure should include two tests 
mand Guelr consideration to Gils group. primarily affected by obstruction and two by hepatocellular 
Dr. Leow Scuirr, Cincinnati: I should like to reemphasize damage. These requirements are met by the cholesterol parti- 
the value and practical aspects of hepatic biopsy. At Cincinnati tion in the blood serum, serum alkaline phosphatase and thymol 
needle biopsy of the liver has been performed in 75 patients, turbidity tests. The quantitative van den Bergh measures the 
and has been found particularly helpful in the diagnosis of evel of icterus. Total serum cholesterol and phosphatase reflect 
hepatoma and secondary malignant disease of the liver. It was the effects of obstruction, while cholesterol ester ratio and 
particularly useful in diagnosis in the case of a woman aged thymol turbidity tests reflect those resulting from hepato- 
32 who was admitted to the Cincinnati General Hospital with cellular damage. Serum alkaline phosphatase was found to be 
deep jaundice and coma; a clinical diagnosis of acute yellow the most sensitive indicator of obstruction. Striking changes 
atrophy was made by the clinicians who saw her. Biopsy of in serum phosphatase levels occur with little or even no altera- 
the liver revealed the changes of early obstructive cirrhosis. tion in bilirubin level under conditions which cause only slight 
134 Two months after the patient recovered from coma and jaundice, back pressure in the biliary tree. From a study of the various 
laparotomy was performed and a stone was removed from the flocculation tests, the cephalin cholesterol, colloidal gold and 
47 commen duct. A hepatic biopsy specimen obtained at operation thymol turbidity tests, I believe the last named will prove to 
still showed the presence of obstructive cirrhosis, but a year be the most useful in the differentiation of jaundice. I have 
later a third biopsy of the liver showed complete restoration been impressed by a persistence of precipitate in the thymol test 
of the organ to normal. We have had no serious mishaps in at cighteen hours in acute hepatitis after return of the reading 
our 75 patients, although, as Dr. Hoffbauer has stated, fatalities of the test to normal at one-half hour. I have attempted to 
have been reported subsequent to the procedure. Recently we quantitate the precipitate by reading the turbidity of the 
encountered an instance of perihepatitis about two weeks after supernatant at the end of eighteen hours. This reading in 
the procedure was carried out, with the perihepatic friction Maclagen units as the numerator over the half hour reading 
persisting for another week. I should like to ask Dr. Hoffbauer as denominator establishes a ratio indicating the degree of 
if he has encountered this complication. I should also like precipitation. Extremely interesting curves of these ratios can 
to ask if he has used the procedure in the differential diagnosis be plotted in the recovery and convalescent periods of patients 
of jaundice due to hepatitis and that due to tumor or stone with acute hepatitis. In my opinion the persistence of such 
in the common duct. Since histologic studies have recently precipitates into the convalescent period is not indicative of 
-been made in infectious hepatitis, it seems that acquaintance with continuing hepatic damage provided the ratio continues to 
these changes might be helpful in the differentiation of this approach 100 per cent. Its persistence seems an indication of 
disease from jaundice due to neoplasm or to stone in the the time necessary for the serum protein fractions to become 
common duct. I should like to ask Dr. Althausen if he noticed completely normal after acute hepatitis. The failure of the 
any differences in the intravenous galactose tolerance and ratio to approach 100 per cent may be an indication of con- 
response of prothrombin time to vitamin K between the so-called tinuing damage to the liver even when other liver function tests 
referred to as the cholangiolar type. I believe a fourth Da. Hyman I. Gotpstern, Camden, N. J.: I rise to discuss 
* of his cases were of the cholangiolar type. I should also like the presentations by Drs. Althausen, Wilbur, Boles and Mor- 
to ask Captain Sborov if he and Drs. Capp and Barker have ison. In reviewing the modern methods of diagnosis and 
a practical application of the exercise tolerance test in patients treatment of hepatic disease, particularly that associated with 
with infectious hepatitis which might be used in civilian practice. jaundice, macrocytic anemia, alcoholic cirrhosis, hepatitis and 
Dr. THeopore I. Attnausen, San Francisco: I wish to neoplasm of the liver one should recall the early work of the 
say a few words about the first two papers on the program, Frenchman Professor Maurice, Perrin of Nancy and others 
those by Drs. Weir and Osgood. The merit of needle biopsies of his countrymen. I knew Professor Perrin, and I was on 
of the liver has interested me but the mortality associated with the programs at Vichy, France, in 1932 and in 1937, where 
this diagnostic procedure, even though small, has prevented me I met him while attending the International Congresses on 
and my associates from using it. In reference to Dr. Kimball's Gallbladder and Liver Diseases. Professor Perrin in 1904, 1905 
remarks about the reduced mortality rate of hepatic cirrhosis and 1908 published his reports on “Alcoholic Cirrhosis.” He 
during the last five years I want to say that with the beginning found that liver therapy improved the anemia and the general 
of the war a decided drop in admissions of patients with cirrhosis condition of his patients. In June 1921 I published a paper 
and a reduction in the mortality rate of this disease has been on “Primary Sarcoma of the Liver” (Internat. Clinics 2:73 
observed at the San Francisco County Hospital. This has not [June] 1921) with a Review of the Literature and the report 
occurred at the University Hospital. A possible interpretation of a case. Fifty-nine cases. (primary) were found recorded 
of this difference is that before the war patients with cirrhosis in the literature (1921). Many of them were associated with 
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Dr. Srocxrox Kuss t., Buffalo: I merely want to comment 


Dr. Russet. S. Boxes, Philadelphia: 
your apology, Mr. Chairman, I think we would have to criticize 
you for shirking your responsibility had you not taken part 

discussion. Dr. Moon is one of the great authorities 


i 


2 
11 
1111 
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. This may account for the difference in 
in 
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It is probable that the principal value of streptomycin 
will be in the treatment of subacute and chronic infec- 
tions, notably tuberculosis, in which it will be necessary 
to administer the drug for long periods. Evaluation 
of the chronic toxicity of the material for human beings 
is thus i more important than is the case 
with sulfonamidé compounds or penicillin. 

The effects of the short term administration of prepa- 
rations of i streptomycin to human subjects have 
been studied both by a number of independent investi- 
gators and in a cooperative study under the auspices 
of the National Research Council.“ The only obser- 
vations on long-continued administration of impure 
streptomycin are those presented in a preliminary 
report by Hinshaw and Feldman.“ In their study an 
average daily dose of 1.5 Gm. of the drug was admin- 
istered for periods of or more months. In all 


Four general types of toxic reaction have been 
observed: the so-called histamine reaction, character- 
ized by flushing, headache and an abrupt fall in arterial 


It has not been possible to establish whether the 
evidences of toxicity were caused by contami- 


oratories, Inc, Pearl River, N. V. 
the committee, and the 
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on Dr. Althausen's remarks. In my second five-year group of STREPTOMYCIN TOXICITY 
Cases occurring during the war, the incidence of cirrhosis was Reactions to Highly Purified Long-Continued 
greater than was that of alcoholism; the ‘incidence of avita- Administretion to bene 
minosis and of jaundice was greater than in the previous period. 
ROSERT F. FARRINGTON, M.D. 
HARRIET WULL-SMITH, M.D. 
PAUL A. BUNN, M.D. 
and 
WALSH McDERMOTT, M.D. 
Mew Verk 
is not conceivable to me that parenchymal regeneration can 
occur, the symptoms subside and the disease be cured or even 
arrested. I do not believe these patients could grow new 
liver cells any more than they could grow hairs on a bald head. 
I can't follow the logic as far as protein is concerned. It 
was not long ago when it was reported that an excessive degree 
of animal protein was injurious to the liver. I appreciate the reports there is agreement that in general the 
that protein in acute disease conditions hastens the regeneration ‘impure drug is well tolerated but that occasionally 
and proliferation of tissue. If a drunk cats an excess of untoward reactions of variable severity occur. 
anything, it is protein. He often lives on meat and potatoes. — 
Economics, as Dr. Althausen has pointed out, has little to do 
with this disease in the East. In a large, 2,500 bed hospital, 
such as the Philadelphia General, one picks up a considerable 
knowledge during the years concerning the diet of this class pressure; various manifestations of anaphylaxis; a 
of people. It is the wealthy patients who often show the least neurologic disturbance characterized by vestibular dys- 
intelligence about their diet and who might be more susceptible function and occasionally by deafness,’ and evidences 
to these diseases, if diet alone was so much to blame. There of renal irritation manifested by cylindruria and occa- 
1 — 8 — —— at_work in the etiology of sionally accompanied by impairment of renal function.‘ 
to become an alcoholic addict. 
doomed to alcoholism. Why nating substances or were produced by the antibacterial 
position, or tissue susceptibilit agent itself. There is reason to believe that at least one 
thing with cirrhosis. There phenomenon, the so-called histamine reaction, was the 
the same amount of liquor — — 
Da. Lester M. Morrison, Los Angeles: I — — : 
Dr. Watson for his comments. I would like ² 
that the best results occur in the treatment oi alcoholic cirrhosis ; 2 N » lack of 2 1 has 14 chews iated in Tun 
and of these, the best results are obtained in the patients in gest in the authors’ reprints 6— | 
whom the cirrhosis or the cirrhotic ascites has developed com- This: investigation was conducted under the direction of the National 
paratively recently Research Council Committee on Chemotherapeutics and Other Agents, 
incidence of alcoholism is half that in my cases. He also feels 
that the methionine content in the high protein diet is such 
(3 Gm.) as to render unnecessary the administration of syn- 
thetic methionine. Bollman, Mann and Magath first showed, 
by their classic experiments on hepatectomized dogs, that the 
metabolism of amino acids and the process of deaminization England J. Med. 283: 485-491 (Oct. 25) 1945. Heilman, D. H.; 
takes place mainly in the liver. I that these functions Toxicity, Ams). Ji. 
are so impaired in the cases of cirrhosis which I have presented de. B10; s70-shs(Now.) ee BECP RR 
that the liver is unable to metabolize sufficiently for the patient's Excretion and Se. 421-430 
this point Keefer, S., and others: Streptomycin in the Treatment 

needs the = this infections, J. M. A. +11 7); 70-77 (Sent. 14) 1968. 
clarified exactl would methioni 2. Hinshaw, H. (., eldman, W. H.: cin in Treatment 
to make certain that the patient receives an adequate supply of fo, tuberculosis, Proc, Staff Mect., Mayo Clin. 9@: 313-318 
methionine. I believe the experimental work on methionine J. Brown, H. A., and Hinshaw, H. C.: Toxic Reaction of Strep- 
which I have quoted tends to support this belief. I also wish R 
to thank Dr. Boles and Dr. Goldstein for their comments. 4. Unpublished observations from this laboratory. 


ycin base 


At present, therefore, it appears that (a) i 
realize the maximal 
the drug must be well tolerated on continued 
inistration for several or more months and (6) in 


tive roles of the antibacterial and the associ- 

ated impurities. 

a group subjects, who underwent a four. 


month period of continuous therapy with highly purified 
MATERIALS AND 


Streptomycin.—Four lots of streptomycin, 
sisting of 1 Kg., were used. In general, an individual 


lot was administered throughout each month of the 
study. In the preparation of the individual lots, impure 

in ( imately 450 micrograms per milli- 
gram) was puri the crystalline 


All the subjects were febrile, 


Kuna, S.; Musbett. C. W., and 

of Strep- 
OG: 151-173 (Feb.) 1946. 

the members of the stall of Chas. 


for the use of these data. 
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and some were critically ill at the time of the institution 
of therapy. In no instance, , was there any 
demonstrable evidence of abnormal function or 


ditions in only 2 subjects. In these persons nerve 

fness with a loss hearing of 9.3 and 12.6 (Co) 
and 19.3 and 88 (Ir) per cent, , was 
present. 


Slyke,® and the measured by the 
method described by K The 

ein sodium retention“ and the thymol turbidity tests 
were used in the evaluation function. Caloric 
stimulation of the vestibular apparatus was performed 


tions were made on a Maico audiometer in a room 


Protocol of the Investigation.—The subj 


days, except for 2 subjects who died on the ninety-ni 
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result of an impurity, as it occurred only after the 
administration of certain lots of the drug and is no 
longer detectable in the currently available product. 
Molitor and his associates.“ however, observed evi- ‘uberculous involvement 8 1dNneys. 
dences of toxicity even after the administration to ¢xaminations before treatment revealed abnormal con- 
animals of “chemically pure” streptomycin (800 micro- 
grams streptoniñ per milligram). The “pure” 
material was free from the “histamine-like” substance 
but, when administered intravenously to monkeys in = 
daily doses of 25 mg. per kilogram of body weight | Subsequent to the present study, an additional 15 
or higher, produced “a fatty metamorphosis in the patients have been treated with this same preparation of 
üer and, less often, in the kidney.” A transient Streptomycin for periods shorter than one hundred and 
proteinuria developed in 1 animal which had received twenty days. er observations made in this 
200 mg. per kilogram of body weight a day (three to Eroup are inch and separately indicated in the 
four times the dose used in clinical practice). The Present report. 
hepatic and renal lesions were apparently reversible. Technics. — The — concentrations in the 
In additional experiments in dogs these investigators body fluids were determined by the cup plate diffusion 
noted the appearance of albuminuria and cylindruria method 
after ten to fourteen days’ treatment with streptomycin COCCUS A 
(SO or 100 mg. per kilogram of body weight a day), organism. The urea clearance was calculated accord- 
the purity of which was unspecified. A slight degree of ing 2 the formula of Moeller, McIntosh and Van 
tubular necrosis was observed in 1 dog which had 
shown severe proteinuria. Changes in gait and posture 
suggestive of a labyrinthine or cerebellar disturbance 
appeared in 3 of 5 mg @ Molitor and his coinvesti- 
tors have sized that there is a considerable : : 
— Boy tolerance to emma a rats, b injecting 2.0 cc. of ice water into the external 
mice and guinea pigs showed no significant pathologic auditory meatus. The reaction was considered to be 
changes aher the administration of large doses of the normal when the time required for the onset of nystag- 
drug for periods of several months. mus was approximately one fourth as long as the 
| duration of nystagmus.'* All the audiometric examina- 
te te deat 0 investigation 
ae 111— 1— AA were observed daily for any evidences of drug toxicity. 
Immediately prior to the institution of streptomycin 
therapy the status of renal, hepatic, vestibular and 
auditory functions was determined by the procedures 
listed in table 2. Subsequent observations were made 
a at the intervals indicated in the table, and complete 
neurologic examinations were made each week. 
Streptomycin Regimen: Three grams of strepto- 
ee mycin (approximately 45 mg. ki m of bod 
ninety-thi ys, respectively. ma was 
r administered intramuscularly at three hour intervals. 
um t. cry ine t was in individual doses of 0.37 9 Em. The treatment was ~ 
then converted by mild treatment to the sulfate to absolutely continuous in 13 of the 16 subjects. In the 
ensure stability. The results of the relevant biologic remaining 3 the administration of the drug was inter- 
© — „„ „ were performed in the rupted for periods of ten, twenty and eighty-six days. 
~ eented in table 1.° The final Soc. Exper. Biol & Med. 
: investigation was at least 95 per cent pure. The mate- an Slyke, D. D.: Studies of 
;  fial was dissolved in 2.0 cc. isotonic solution of sodium Urine Volume and the Rate 
chloride prior to injection, and the py of the resulting (Dee) J. Clin, Tnvestigation @s 27-468 
solution was 6.0. and” Reaction, Biol Chem. 4311 197-200. (New. 
Subjects.—Sixteen adults with active pulmonary or A 182. Metted for Separation of Serum Albumin and Globulin, 
acute hematogenous tuberculosis were the experimental 10. Mateer, J. G.; Baltz, J. I.] Marion, D. F., and MacMillan, J. M. 
subjects. The group consisted of 4 Negroes, 11 white Tene 
persons and | Chinese. 
. Molitor, H.; 
6. We are indebted to 
Pfizer & Company, Inc., 


8 and Distribution of the Streptomycin: 
The concentration of of streptomycin in the blood at the 
end of the three hour interval between injections 
(charts 1 and 2) ranged between 7 and 30 micrograms 
ci Tw 


Two 


oe 


ye 
wh 


Chart 1 
the next three 


0.375 Gm. 


three howe — taken 
1 of 


approxi- 
to those present in the subjects’ serum 
s of cerebro- 


drug at three hour intervals for so long a period, there 


Intrathecal Administration. Three subjects, who 
were without of central nervous system dis- 
ease, were given 0.1 Gm. streptomycin intrathecally 
in 10 cc. of isotonic pr epee 


well tolerated, and 
—— —— In the third subj 
thecal administration of the drug was 


* 13. Footnotes 1 and 2. 
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completely. Nystagmus 
y during the first few hours immediately 
the intrathecal instillation. No sensory 
persistent sphincteric disorders were observed. 


ppre- 
ciable amounts of streptomycin (4.5 to 17.0 micrograms 
cubic centimeter ) were always 


per 
— 
thecal istration of 0 


present in the 
— — 
to 0.375 Gm. of the drug 


1 1 
2 a 4 


table 3). It is possible, therefore, that accumulation 
howe occurred after the repeated intrathecal 
in 


jections. 

jects (Ro, Ra) definite evidences of devel- 
oped on the ninth day of 
were similar to those observed 


reactions 
the administra- 
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reaction which was characterized by headache, nausea 
and vomiting. In this patient the cerebrospinal fluid 
contained 380 cells per cubic millimeter (95 per cent 
neutrophils) twenty-four hours after the instillation of 
the streptomycin. The reaction was contplicated by 
evidences of anaphylaxis, to be discussed subsequently, 
but the symptoms of meningeal irritation subsided 

0 promptly within twenty-four hours. 
2 2 0 8 2 A fourth subject, who presented minimal evidences 
0 of inflammatory disease of the central nervous system, 
2s * recerwed 0.1 Gm. streptomyein intrathecally in the 
Jumbar region every day for a total period of twenty- 
> a= s1 Senn days. Other than occasional leg pains, which 

8 05 2 3. 2 were presumably the result of transient irritation of 

the nerve roots, the procedure was well tolerated. 
4 4 Larger amounts of drug (0.2 to 0.375 Gm.) were 
1 0 Ge repeatedly administered by the intrathecal route at 
wee „ 1 forty-eight hour intervals to 6 persons, 5 of whom 
0 2 0 are not otherwise included in the study. In most 

98 . instances the 0.2 Gm. dose was well tolerated. More- 

; 5 over, the 0.375 Gm. dose was also well tolerated in 
each subject for the first seven to ten days of admin- 

’ : istration. In some patients among those on each of 
the two — regimens, however, and particularly 

„ = sO after the 0.375 Gm. dose had been continued for sev- 

to eral weeks, definite evidences of toxicity appeared 

. aſter the intrathecal injection. The toxic reaction 
specimens of uid, was characterized by somnolence, which at times 
obtained after several days of intramuscular admin- approached stupor ; headache; a slowing of the respira- 
istration, con tory rate, and retention of urine. The symptoms usu- 
mately equal ally persisted for twelve to twenty-four hours and then 
134 (10.1 to 11.5 occa- 
47 was no detectal after 
spinal fluid withdrawn from 5 subjects after several or 
or more weeks of intramuscularly administered therapy. 

These values are essentially the same as those reported 

by other investigators after the use of crude strep- 

tomycin.“ 

MANIFESTATIONS OF TOXICITY 
Throughout the entire one hundred and twenty day W 

period it was considered advisable to interrupt the Ff , 

therapy of only 2 subjects because of a manifestation * ove 

of toxicity. In both instances the reactions were : ew 

anaphylactic in type, and it was possible for both 9 20 

patients to resume treatment subsequently. : * Ag. 290 

Local Irritation. Despite the administration of the 5 7 
2 

muscular injections. The subjects had all understood 10 3 

that it was planned to terminate the investigation at . 

ninety days. At that time, however, when it was pro- 9 ö — 

posed that the investigation be continued for another 2 | ' | 

month, the entire group availed themselves of the zs | 

0 —— 
tration of streptomycin in the 
ect the int 
lowed by a 


be F it. 11111 + 215 


mycin. There was no cylindruria in any of the latter 
group despite the acidification of the urine. In the 


| 
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therapy, the urea clearance was 97.5 per cent of the 
average normal value, the maximum specific gravity 
of the urine was 1.030 and the minimum specific gravity 
was 1.002. It was believed that the occasional albumi- 
nuria was related to the high fever, the hypoproteinemia 
was a reflection of the long-continued infection and the 
renal function of this subject was normal. In the light 
of subsequent events, it is possible that impaired renal 


EOSINOPHILIA 


Ee 17. 


Chart J. — Relationship of cosinophiltia to streptomycin (SM) therapy. 


function was before but was masked 
fever. 
accompanied by the excretion to 20 casts per 
specimens of wie $0 
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experiment, whenever the pn of the urine would drop 
to 5.5 or below, cylindruria would reappear. During 
the fourth month of the study, the ammonium chloride 
regimen was reinstituted for a four-day period in 
11 subjects of the experiment and in an additional 
5 tuberculous patients who were not receiving strepto- 
radic cylindruria appeared during the three-day — . ee 
after the tion of adj alkali y. orty- 7 25 22 
eight hours after acidification, however, cylindruria ; — 
appeared in 9 of the 11 subjects. U 
As the possibility existed that the cylindruria was ; : 
a phenomenon unique to the particular preparation of ? 
streptomycin used; two preparations (streptomycin 2 —— 
hydrochloride and streptomycin trihydrochloride cal - 4 
cium chloride complex ) of different manufacture ; 
were tested in a similar fashion. * 
to that observed following the use 
fied sulfate was also noted after ; e 1 
these other preparations of 
No significant hematuria or — — 
15 of the 16 during III . 
treatment. 
presented later in . 
f “rt 
CON Ka 
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47 
to 60 per cent of normal. At no time was there an 
elevation of urea nit or albuminuria, and this sub- 
drutia. One patient, however, (Ir, chart 4) maniſested j 
definite evidence of impairment of renal function coinci- 127 22 —— 
dentally with the administration of the drug. This 81 
patient was a Negro woman aged 33 with an exudative R— . — 
tuberculosis of the lower lobe of the left lung, which 
presented the clinical signs of pneumonic consolidation. 
On entry to another hospital she was believed to have 
pneumococcic pneumonia, and sulfadiazine and peni- 
cillin were administered without obvious effect. The 
diagnosis of tuberculous pneumonia was subsequently 
established, and the patient was transferred to the New 
York Hospital. There was no history of symptoms 
suggestive of renal disease or previous hypertension, 
am the blood pressure in millimeters of mercury 
ranged between 90 and 118 systolic and 55 and 68 
diastolic during the experimental period. Previous 
to the streptomycin therapy the patient had considera- 
ble fever, with a maximum daily temperature between Dr 
39 and 40 C. (102 and 104 F.). Neither the liver nor 
the spleen was palpable. The serum albumin ranged 
between 2.6 and 3.0 Gm. and the values for globulin 
were between 4.0 and 4.6 Gm., per hundred cubic 
centimeters. The total erythrocyte count was 3.9 mil- 
lion, with 9 Gm. of hemoglobin. On two occasions 
during the acute febrile illness, a 2 plus albuminuria 
treatment specimens of urine were all 
blood urea nitrogen level was not elevated (10 mg. throughout the ensuing two month period, including 
per hundred cubic centimeters). Immediately prior to ten day interval during which streptomycin was not 
ess administered. In contrast to that of the other subjects, 
öA of this patient could not be eliminated 
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27 2 


casts was considerably arrest and 
urine was excreted. 
As may be seen in chart 4, the values for the blood which her tuberculous 
urea nitrogen remained within normal limits until the 
fourth week of therapy, when a rise to 20 mg. per Histologic Examination.—Three su — CS, 
hundred cubic centimeters occurred. At this time and Te, had received the highly puri alk 
(day 30) treatment interrupted for a ten day sulfate for one hundred and fifty-four, one hundred and — 
8 


forty-two and ninety- three days, respectively, at the 


Ir At the end of of 
the first two weeks of treatment urea Se ae ee of therapy in 
6 jects. reaction is 
characterized by the appearance of 
* headache. which 
oa within twenty-four hours and is fol- 
toms which resemble vertigo. 
.. sensations differ from vertigo in that 
than a circu At com- 
— * | pletion of a sudden movement, such 
* as reaching for an object, sitting up 
n= or leaning to one side, the afflicted 
js? person feels as though the movement 
* was continuing in the same direction 
— ae. — in which it had been going. Thus he 
| | pointing or of falling in the 
= direction of previous 
ele Occasionally, momentary delay in 
nec. om focusing the eyes after a 
= 7 | | 
— ments, similar to observed in 
— — assumed the erect sitting position 
8 suddenly, he swayed baek and forth 
al 3141 S101 71 ©) © [12/19] 19/10] 17/10 rhythmically for approximately sixty 
seconds. 
Wa eee There was a considerable varia- 
tion in the intensity of the vestibular 
had to 62 per cent, and at the end of sixty dysfunction experienced by the different subjects. The 
days of it had fallen to approximately 40 per reaction was negligible in 6, moderately severe in 8 and 
cent. No impairment of the ablity to concentrate urine severe in 2 members of the group. In 2 subjects in 
was ever whom the reaction was designated as negligible, 


During the third month of observation, despite the symptoms would occur only after unusually sudden 
continued administration of the streptomycin, the movements; they were fleeti predominantly 
albuminuria decreased and the cylindruria was appreci- of the ocular variety. In the remainder of the group, 
ably diminished. The values for the urea clearance er, the symptoms were incapacitating. At the 


essentially unchanged. Throughout the last thirty of in bed unassisted and with the slightest motion were 
urea nitrogen in blood gradually fell to within frequently nauseated, and occasionally they vomited. 
normal limits, 3 minimal albuminuria and cylin- The symptoms usually persisted in an acute form for 
druria isted. Shortly after the cessation of treat- Nr 
a 1 1 and cylindruria — entirely, The disappearance of the acute occurred 
value blood urea nitrogen was 10 mg. striking rapidity, sometimes a period of twenty- 
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juvant alkali „alt the number of quent observation. It is conceivably relevant that the 
normal levels. On reinstitution of streptomycin ther- ‘me 0 ese subjects he own 1 con- 
apy, the blood urea nitrogen again rose within a week siderable degree of cylindruria at various times during 
to a level of 24 mg. per hundred cubic centimeters. treatment. In all 3 instances gross and microscopic 
During the ensuing sixty days of therapy, the values examination of the kidneys at postmortem examination 
for the blood urea nitrogen fuctunted between 16 and disclosed no abnormalities which were attributable to 
24 mg. per hundred cubic centimeters. A decrease in the streptomycin therapy. 
the elevation of the blood urea nitr remait peak oO reaction these subjects were unabie to si 
centimeters the urea clearance our rs. In no instance, ever, e 
assumed a normal value (102 per cent). The recovery — occur with the subsidence of the acute symp- 
was maintained during the six week period of subse- toms. Instead, the subjects entered into a phase in which 


58 Hi : i 
1223 14617 THT 1111142715 igi: 


of the highly purified streptomycin sulfate 
immediately arises as to whether observed 
instances of toxicity were streptomycin 


1145 


myein and its acute toxicity administra- 
tion to mice. 

On the basis of the manufacturer s inati in 
which the currently available biologic and chemical 
technic were employed, it has been determined that the 
four lots of st used in the present investi 
tion were all at least 95 cent pure (table 1). Thus, 
in the interpretation the toxic reactions 
in the present investigation, the significance of the less 
than 5 per cent of adventitious substances t in the 
streptomycin must receive consideration. It should also 


be emphasized that the clinical significance of the various 
manifestations of toxicity can be evaluated at this time 
only on the basis of a four to eight month period of 
observation. The i 


now regarded as minor might assume greater impor- 


L. C.: Golumbic, C.; M H., and Ti E.: Iden- 
Amounts of — 5 by "Distribution 
’ ov. . Craig, 3 
F. H., and duV V.;: 

16 „ AN.: The of 
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Fond 1500 
which have been observed after the administration of 
organic arsenicals, sulfonamide salts of 
gold, penicillin, thiouracil and other chemotherapeutic 
With the streptomycin reactions, as with the 
similar reactions to other agents (notably arsenic), the 
duration of clinically detectable sensitivity was self lim- 
ited. In both subjects it was ev ly 
renew the administration of streptomycin without pro- 
ducing sensitivity other than the eosino- 


denied. 

It is probable that the of cylindruria 
without other evidences of renal di is not in itself 
a reaction of serious clinical significance. This would 


duced dog glomerular changes were prominent 

and the tubular lesions were minimal.“ 

If the cylindruria observed in the present investigation 

arose from the proximal convoluted tubules, it is con- 

ceivable that alkalinization of the urine did not prevent 
phenomenon but merely facilitated the solution of 

the casts. If the sole effect of alkalinization were to 


dissolve casts already formed, er, it would not 
be anticipated that a change in the py of the urine 

i It 
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COM MENT 
From the foregoing observations it is evident that 
0.375 Gm. of highly purified streptomycin sulfate 
administered at three hour intervals for one hundred 
and twenty days is remarkably well tolerated by tuber- 
culous persons. It is also evident, however, that all 
the manifestations of toxicity which may occur from 
the use of impure streptomycin, (histamine reaction 
excepted), have been observed after the administration phils. It ts conceivable that, streptompen therapy 
had been continued despite the appearance of the reac- 
the outcome —— the same. 
; i ith similar reactions 
per se, by res mpurities int t y puri 
material . . agents, it is not unlikely that in some patients, 
ows 22282 2 — perhaps one hali, the continuation of therapy in such 
to circumstances will be followed by more serious anaphy- 
lactic phenomena. Therefore, unless the indications 
for streptomycin therapy are urgent, it seems advisable 
M for te Wolke calli Gin outed af 
for three to eight weeks or until the period ini 
* — demonstrable sensitivity to the drug has passed. 
The appearance of eosinophilia in 
is a disquieting phenomenon, in view of the of 
Rich and others, on the possible association of sen- 
sitivity to the drug with the deve of diffuse 
— disease. During the iod of observation, 
poe age was only 1 instance of synovitis and 
none ritis, myositis or other symptoms 121 
of diffuse vascular disease. The possibility the 
ona was related to the effect of the drug on 
the infection can neither be affirmed nor 
the use of con j re material. However, — 
it has not been established ‘that a correlation exists be particularly the case if it could be demonstrated 
between the of purity of a ion of strepto- that the concomitant administration of alkali actually 
prevents, rather than masks, the phenomenon. The 
cylindruria presumably results from damage to the 
epithelium of the proximal convoluted tubules. 
The reason for this assumption is the fact that these 
structures were extensively involved in a fatal nephrosis 
which was presumably attributable to therapy with 
impure A Moreover, in unpublished 
observations in this laboratory, 1 of 3 dogs which 
received large doses of impure streptomycin sulfate 
died in uremia and showed damage to the proximal 
convoluted tubules on postmortem examination. It 
should be emphasized, however, that in the lesion 
nee on -conunued Observation. 
There are innumerable chemical compounds which 
on occasion will give rise to manifestations of anaphy- 
laxis on administration to human subjects. Thus, either 
the antibacterial substance or impurities might have been 
responsible for the reactions of sensitivity to the drug 
which were observed in some persons in the present : : : 
study. ; should be possible to establish the precise effect of 
The moderately severe sensitivity reactions which alkalinization on the cylindruria which accompanies 
appeared in 2 subjects were clinically similar to those streptomycin therapy by suitable experiments in dogs. 
— ́àüää The nitrogen retention and reduced renal function 
which appeared in 1 subject presumably represents 
17. Rich, A. k.: Role of Hypersensitivity in Periarteritis Nodosa as 
— Vis 123-140 
Certain’ Drags Particularly Sulfonamides, Medicine 251 286 (Sept.) 


damage prior to therapy. Albuminuria and cylindruria 
appeared immediately after the institution of strepto- 

the blood urea nitrogen rose, and the urea 
ithi ing three weeks. More- 


remained 
the second two months of therapy, 
however, in association with a 


panying impurity. If the latter were responsible, it 
would be necessary to postulate the existence of an 

neph substance regimen used. 


is produced is established. Presumably 
this action of the drug is centrally situated, as the loss 
of labyrinthine function is bilaterally symmetric."* The 
reaction may be an intoxication which is reversible up 
to bat which romsits in dumage 
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at all if daily dose of 3 Gm. or administered 
2 


of depressed vestibular function is not established, 
but it is possible that the condition may be permanent. 
In the present investigation es 

recovery N owever, if symp- 
tomatic is on compensatory 

nisms it is conceivable that the degree of recovery 
might not always be complete. On the basis of an 
extensive experience with the clinically available strepto- 
mycin, Brown and Hinshaw have 


complete 

in ly persons. 
The fact that, among 31 treated with highly 
purified only after 


streptomycin occurred 

intrathecal administration of the drug or in the presence 
sufficiency suggests that this 

reaction may be the result of overdosage. Support for 
this opinion is afforded by the study of Brown and 
Hinshaw, in which deafness was observed only after 
intrathecal administration of streptomycin or in patients 
who had received a daily dose of 5 to 10 Gm. of the 
drug by the intramuscular route. In both the jerky 
Clinic study and the present investigation the maj 
vf the persons in whom deafness developed 
streptomycin therapy were patients with a Be 
meningitis. It is possible that in many instances the 

itis rather than the drug 


persons 
It alg! event that the drugs by 
the of waar d sf h 2 
symptoms of vesti ysfunction with un 
in large doses, may produce deafness. 
yay evaluation of the toxicity of a chemotherapeutic 
cannot be made with precision without considera- 
tion of the particular diseases against which the drug 
It would seem that the 
rinistration of streptomycin will 
— in the treatment of 


question of possible late effects resulting from the use 
can be determined. 
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a more advanced form of the same process which was 
characterized only by cylindruria in the other patients. 
It is possible that this subject had undetectable renal 
dysfunction despite the continued administration of 
streptomycin presumably reflects the activation of com- 
pensatory mechanisms rather than the restoration of 
vestibular function.“ The duration of the i 
over, during the ten day interval (day 30 to day 40) 
in which no drug was administered, the blood urea 
nitrogen returned to a normal level although the urinary 
ment in the subject’s tuberculous infection, the albu- 
minuria and cylindruria virtually disappeared. The 
results of urinalyses and renal function tests did not 
become entirely normal until the streptomycin therapy 
had been discontinued. 
Thus, whether the observed evidences of renal dam- 
age resulted solely from the drug or represented an 
ect of the drug on diseased 1 it appears that 
the process was arrested and nite improvement 
occurred despite the continued administration of strep- 
tomycin. 
small, and yet the cylindruria frequently appeared within 
seventy-two hours of the institution of therapy. 
It also appears that the neurologic reaction was . 
produced by the drug and not by associated impurities, fle for the production of the deainess. However, 
Although the degree of vestibular dysfunction observed 1 of the subjects of the present investigation in whom 
in the present study was seldom severe, it has not total deafness developed had acute hematogenous tuber- 
been possible to establish unequivocally that the reaction culosis without any evidence of involvement of the 
was uniformly less severe than that produced by 2 8 
mycin containing 30 to 50 per cent “impurities.” * * of 
possibility exists, however, that the highly purified 
material is less neurotoxic than impure material, and ible_to_administer_moderately large doses 
it may subsequently be possible to affirm or deny this 
hypothesis. 
The mechanism ) which the vestibular dysfunction 
ataxia produced in dogs by the administration of large 
doses of impure streptomycin (0.180 Gm. per kilogram 
die uhen ns instances of bacterial endocarditis. On the basis of the 
drog hed been administered for twelve hours. More- present investigation it appears that the toxicity of 
— in human beings the interval between the insti- ighly purified streptomycin is sufficiently low to jus- 
in al id reptomycin therapy and the time of the tify its long-continued administration to patients with 
onset of symptoms of vestibular dysfunction appears actively progressing — and other comparsily 
be directly related to dosage. On the 3.0 Gm. a serious infections. Conversely, it appears that strepto- 
day — used in the present study the reaction n should not be employed in the treatment of rela- 
sppearel on approximately the twenty-first day. With benign, infections, such, recently developed 
larger daily doses the reaction has been observed at : 
an appreciably earlier period, and with smaller, doses 
(1 to 2 Gm. a day) it usually has been delayed until 
approximately the twenty-eighth day of treatment.“ SUMMARY 
Although precise observations are not yet available, 1. An investigation of the toxicity of streptomycin 
‘it appears that the reaction does not become evident recived Gan of subjects, who 
F received 3 Gm. : puri streptomycin sulfate 
Gan. daily for one hundred and twenty days. 
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2. It was necessary to interrupt therapy in only 
2 patients. In both instances the reactions to the drug VITAMIN D (“ERTRON") THERAPY 
were anaphylactic in character, and it was possible to IN ARTHRITIS 
resume treatment eventually in both subjects. Treatment Followed by Messive, Metestetic Celcificetion, Rene! 
3. The highly purified streptomycin caused appre- — end Desth 
cilably less irritation at the site of intramuscular injec- 
tion than did the drug available for general clinical use. 22 
4. The repeated intrathecal administration of 0.1 Gm. 
of streptomycin was well tolerated. Larger amounts 
(0.2 to 0.375 Gm.) were well tolerated in some instances — 18 = 
but at times produced untoward reactions of a poten- 
tially serious nature. of high : 
5. Except for the so-called histamine reaction, ication have been pu : 
instances of all of the previously described manifesta- erature; all patients 
tions of toxicity to streptomycin were observed after died and whose post 
the use of the highly purified material. In addition, tion in the renal 
an intermittent or sustained eosind which we report is 
between 5 and 39 per cent was note the long-continued use 
subjects. and in which a 
6. Symptoms of vestibuiar dysfunct vitamin D intoxication 
severity appeared uniformly on app se it further proves the 
twenty-first day of therapy. Comp D and of the 
recovery eventually occurred in all subje medication with 
ery was presumably a result of it disproves the 
compensatory mechanisms rather than made by some of the 
tion of labyrinthine function. It is itamin D preparations. 
establish at this time whether the 
observed in this study was less severe t REPORT OF A CASE 
which have occurred after the use of i dmission—A woman aged 63 
7. Deafness developed in 2 of the 
the study and in 3 persons treated subse ; 
the same preparation of strepto 
instances of deafness occurred i 
administration of the streptomyci , 
oped in a subject with pronom E 
8. Cylindruria appeared interm i din 
ity of the subjects, and it was present 
a highly acid urine was excreted. Redt 
function appeared in 
the restoration of no | 
continued administra | 
patient 
— mate. While there, 
started to take daily 
ous | s “Ertron” capsules 
* ths without any improvement. After spending 
cighteen months in Arizona the patient, on her way to the 
* Second Medical Division of Goldwater Memorial Hospital. 
— tack of apece, thie article io Tus 
obtained in a part of the text, footnotes and illustrations. The complete 
1938, 1999; Safety of Large Desc 
in part of nuc 
te and fat. 1632 “Oct. 29) “938. 
10: 1165 (Aug. 8) 1942. 
ibid. 229: 
in Medicine, South Afri Messer, FF. 22 21777, 
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‘ 72 me. 
al on motion. The fingers were spindle-shaped, determination of 107 mg. and nonprotein nitrogen of 172 
f J There was a draining abscess in the right heel per hundred cubic centimeters. The carbon dioxide combining 
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PULMONARY CALCIFICATION IN RELATION 


TO SENSITIVITY TO HISTOPLASMIN 
HENRY 8. ZWERLING, M.D. 


or a group of diseases which closely simulates tubercu- 


117 


the active and the end stages of disease. 
Christie and Peterson! and Palmer* have shown 


1775 


1 

Emmons, C. W.; Olson, B. J., and Eldridge, ww: Studies ‘of 
in ＋ . : I. Cross Reactions of Histo- 

Health Rep. @@: 1383-1394 (Nov. 23) 1945. 


T. 
to Histo- 
plasmin Among Student Pub. Rep. (April 


946. 
6. Furcolow, M. L.; H X H., and F.: Epidemio- 


HISTOPLASMIN—ZWERLING AND PALMER 


ic proof in instances of 


strated a parenchymal lesion with or without visible 
enlargement of the mediastinal lymph nodes; in these 


instances the reaction to was negative and 
that to histoplasmin positi Mycobacterium tubercu- 


in pulmonary tuberculosis have appeared in 

in, and in whom roentgenograms of the chest had 
negative. Within three months after negative 


in- ive calcification ulin e. 
— calcification cannot be definitely 
made at this time. The calcified primary 


six pairs of siblings. 
It is probable that a disease other than tuberculosis 
and coccidioidomycosis accounts for a considerable 
pulmonary 


7. — H.; 2 
Pub. 


651 
sensitivity to histoplasmin in the Negro population is 
— in view of the known higher incidence of 
tuberculosis and positive reactions to tuberculin in 
this group. 
Berkeley, Cen. ROENTGENOGRAPHIC OBSERVATIONS 
To prove the existence of another disease which 
. simulates tuberculosis roentgenologically, it would be 
It has recently been ~~ that in the central 
eastern region of the United States there is a disease — 
or without calcific deposition. A limited n of 
a is has been cases of this type have been studied in Kansas City, 
pulmonary calcificati Mo., in which the roen of the chest demon- 
reactors to tuberculin 
histoplasmin is positi 
monary calcification in 
tion to tuberculin has 
of a disturbance of the losis was not recovered. Further investigations are 
probable explanation being conducted and will be reported on in the future. 
or group of for many 
pulmonary calcification. this is a likely possi- possible to accept tentatively cutaneous testing as a 
ility is demonstrated by the striking similarit ** some method of directing one s r and efforts toward 
the solution of this problem. In this respect there has 
been 1 instance of active disseminated — dis- 
ease in a child. discovered in a school survey in Febru- 
8 in with pul- ary 1945. The skin tests, positive to histoplasmin and 
monary calcification in tuberculin-negative persons. negative to tuberculin then, have remained so to the 
Emmons? and Smith have indicated that sensitivity present. Definite evidence of beginning calcific deposi- 
to histoplasmin may not be specific. Whether the anti- tion in these lesions was noted in January 1946. 
gen is specific for present or past histoplasmosis is of Additional case material has been collected, in which 
tance is the suggestive evidence of a disease which calcification ; in these there has a small pulmonary 
simulates tuberculosis and is apparently benign in many lesion frequently associated with demonstrable enlarge- 
of its aspects. If histoplasmosis were to be considered ment of the lymph nodes. Under ordinary circumstances 
the major cause of tuberculin-negative pulmonary the lesion would be considered reinfection in minimal 
calcification in the central eastern region of this country, ‘tuberculosis or a primary complex. N 
it is evident that histoplasmosis is not necessarily a In 3 instances minimal lesions similar to those seen 
fatal disease, as had previously been considered. 
this country has demonstrated a close parallel of sen- 
sitivity to histoplasmin with pulmonary calcification. : 
In those cities in which pulmonary calcification is seen Cutaneous reactions and roentgenograms, the reaction 
f the number of reactors to histoplasmin is to histoplasmin became positive and the lesion appeared. 
n those cities in which pulmonary calcifica- Recent follow-up films have indicated a persistence of 
s relatively infrequently the number of reac- oS oe for several months, suggesting a tendency 
uni to chronicity. 

The impetus to the study of these instances of active 
disease resulted from the discovery of the correlation 
of tuberculin-negative pulmonary calcification with 
positive skin tests to histoplasmin. A distinction by 
between histo- 

by Furcolow and his associates suggest that there are ™assive hilar calcification and other types may fall in 
only slight differences in sensitivity to histoplasmin by — oad — ‘However. disseminated bilateral calcifi- 
s more with a ive reac · 

ecx and race, The lack of a higher incidence of tion to histoplasmen than with one to tuberculin. High * 
' Read before the Section on Radiology at the Ninety-Fifth Annual has studied more than 100 instances of this type, 
An and Peterson, Pulmonary in’ Nees. including miliary calcinosis, of which approximately 90 
— to Tuberculin, Am. J. Pub. Health 367 1131-1147 (Nov.) per cent were positive to —— Among these 
instances of disseminated calcification, 12 occurred in 

ing, H. B., and Furcolow, M. L. Disseminated 
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THE CENTENNIAL SESSION 
The great convention celebrating the one -hundredth 
anniversary of the establishment of the American Medi- 
cal Association held in Atlantic City last week, for 
which the Board of Trustees, the Centennial Committee 
and the headquarters staff of the Association had 
planned so long and so carefully, surpassed every hope 
and expectation. Those who were fortunate in attend- 
ing this great session will long remember it as an epoch 
The registered attendance 15.66 represents by far 
the largest assemblage of physicians ever held anywhere 
in the world. When it is realized that the number 
includes about one in four of the Fellowship of the 
Association, who were the only physicians eligible to 
register except for foreign guests, the number of those 
attending is all the more remarkable. As a result of this 
tremendous registration, every one of the scientific sec- 
of a capacity audience. Indeed from some of the meet- 
ings and special functions it became necessary to turn 
away hundreds or even thousands of visitors. 
Dinner for Associated Organizations 
In Tux JourNAL of June 28 will appear the papers of 
Mr. Henning W. Prentis Jr. and Mr. Basil O Connor. 
which were read to the audience at the dinner honoring 
themselves. Their significance was recognized. These 
pronouncements by great leaders in American industry 
and philanthropy will unquestionably be effective in 
indicating to the public the importance of the American 
way of life for the advancement of medical science and 
medical practice. In his extemporary address General 
Omar Bradley paid tribute to the contributions of the 
medical profession toward the winning of the war and 
abled in our military forces. 
Religious Services 
„„ 
ing chain spread to the nation addresses by three great 
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religious leaders, the Rev. Ralph Cooper Hutchison. 
President of Lafayette College, Easton, Pa.; Rabbi 


Here they spoke so eloquently, so beautifully and with 
such sincerity of the partnership that prevails between 
the minister of faith and the minister of healing that 
many of those who heard the addresses considered the 
occasion the outstanding event of the entire session. 


The Centennial Stamp 
On Monday morning a hoard of philatelists descended 
on Atlantic City to be present at the opening day’s sale 
of the centennial stamp issued through cooperation of 
Postmaster General Robert E. Hannegan and the Post 
Office Department. THe Journat in a recent editorial 
told the story of this stamp. Thousands of first day 
covers were made available, and this reminder of the 
state. The Post Office Department issued 125,000,000 
stamps. In the official presentation of the stamp by 
Assistant Postmaster General Joseph Lawler at the din- 
ner of the House of Delegates on Monday night, Mr. 
Lawler stated that postmasters throughout the United 
States had ordered 80,000,000 of the stamps ; 2,000,000 
had been ordered for distribution in Atlantic City. 
This, he said, was apparently one of the most popular 
issues of stamps for special occasions developed by his 
Unquestionably first in recognition by Fellows of the 
Association and by guests from all the countries of the 
world was the Scientific Exhibit. The mere listing of 
these exhibits or a reading of the descriptions of the 


— the wish that these might be available 
throughout the year for graduate study in all parts of 
the country. Some of the foreign guests were amazed to 
learn that most of the exhibits would be shown merely 
for the one week at the annual session and would then 
nut appear again. From the opening to the closing each 
day throngs of interested observers occupied every inch 
of available space at the exhibits and in the aisles. 

vided the technical exhibits were also unanimous in 
their tribute to the arrangements and to the quality of 
the session. Many had failed to anticipate the immense 
audiences and began to exhaust their supplies by the 
third or fourth day, so that they were compelled to 
samples, registration cards, pamphlets and even pencils. 
Many of the exhibitors had utilized the occasion to 
present historical demonstrations of progress in medi- 
cine’s attack on disease. Possibly a compilation of the 


| 

1 classical. After the broadcast the speakers delivered 

eN mis vec L warc convey 1 

completeness, the elaborate character or the high 

scientific quality of these demonstrations of medical 


— 
illustrations and the histories thus prepared may be 
gathered for a permanent pictorial history of medical 
progress. General Medical Meetings 

The great ballroom of the Atlantic City convention 
hal! provides seating for 5,000 to 6,000 persons. The 
number in attendance on the general medical meetings 
was sufficient at all times to require that capacity. 
Such speakers as Florey, Seddon and Pickering no 
doubt did much to attract the audience, but the panel 
discussions and the papers reporting recent progress in 
medicine in many fields repaid many times those who 
attended. 
At one of the sessions on Tuesday those present had 
opportunity to hear a message delivered in person by 
the Secretary of War, Robert P. Patterson, and the 
Assistant Secretary of the Navy for Air, John Nicholas 
Brown, who then proceeded to speak at a luncheon of 
the House of Delegates. Here the Secretary of War 
told of the plans for the advancement of the status of 
physicians in the armed forces, and the Navy repre- 
sentative discussed particularly the medical problems 
associated with aviation in war. | 

Opening Session 
| Many hundreds were turned away from the opening 


under the direction of Alexander Hilsberg. Each of the 
selections was greeted by an ovation. The perfection 
of the performance is a tribute to the greatness and 
fame of this musical assemblage. At the conclusion 
of the concert the orchestra presented a distinct novelty 
—a march dedicated to the victory at Iwo Jima, com- 
posed by the President of the Association, Dr. 
Edward L. Bortz. Then came the program, which 
included not only of the President on “The 
Objectives of the American Medical Association,” pub- 
lished in Tux JourNat last week, but also presentation 
of the distinguished invited guests—more than 60 in 
niumber—who had come from all parts of the world, 


The Foreign Visitors 
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ments to the United States. Others held a variety of 


from time to time for the introduction of these guests. 
The delegates from the British Medical Association, 
which included the chairman of their council, their 
secretary, their editor and the chairman of their Com- 
mittee on International Relations, presented to the 
House of Delegates a gavel and a block made from the 
wood of a tree that had grown in Tavistock Square, 
now site of the home of the British Medical Association, 
but formerly occupied by the home of Charles Dickens. 
It was under this tree that he wrote many of his great 
novels. The delegate from China presented to the House 
a scroll painted on silk with a tribute to the advancement 
of medical science as a result of the efforts of American 


June 12 the Medical Services Foundation tendered a 
luncheon to the invited guests from abroad, at which 
Dr. Harry Guy Dain of the British Medical Asgocia- 


opportunity to shake them by the hand, to meet them 
personally and to exchange a iew words of personal 
greeting. Scientific Sections 

The program oi the scientific sections was printed in 
the Convention Number of THe Journat, May 3, and 
no doubt did much to attract the tremendous number 
of physicians who attended the meetings of the sec- 
tions. Each of the scientific programs included at least 
one representative of a foreign country, several included 
two or three, and in addition an address delivered by 
a great leader of American medicine on one hundred 
years of progress in the specialty concerned. There 
were several symposiums and joint meetings of sections. 
More than 2,000 physicians attended the panel discus- 
sion on “Recent Advances in Treatment,” which was 
a joint meeting of the Sections on Internal Medicine 
and Experimental Medicine and Therapeutics, this being 
held on the concluding day of the session. The great 


go jal appointmen' II 
House of Delegates the proceedings were interrupted 
ernments presented brochures and scrolls especially 
prepared for the occasion. From Denmark came a 
medical book published in the earliest days of printing ; 
from Switzerland a medal especially designed to com- 
memorate the occasion, and indeed from every repre- 
sentative a special resolution or memorial congratulating © 
the Association on 100 years of medical progress. On 
ity audience assembled early to hear the ifi- 

cent concert of the Philadelphia Festival Orchestra den and Dr. Sven Forssman, representing Sweden, 
spoke of the importance of international relations in 
the advancement of medical care. 

During the session, the House of Delegates approved 
participation of the American Medical Association in 
the World Medical Association and also cooperation 
with the Pan-American Medical Federation. Thus the 
Centennial Session served to give great impetus toward 
international relationships in medical science. 

Again at the President's reception on Thursday night 
our distinguished foreign guests stood in three great 
reception lines, where visitors to the convention had 

eCprese! progress 1 Variou spe- 
cialties, the medical organizations of their countries or 
their governments. The great hall was decorated with 
the flags of all nations. The announcement by the 
chairman of the Board of Trustees, Dr. R. L. Sensenich, 
that honorary fellowship was awarded to each of these 
distinguished physicians was greeted by a rising of the 
entire audience in tribute to our guests. 
co distinguished 
foreign physicians attended the meeting as invited 
guests who participated in programs of the general 
those delegated by the governments of various nations 
and by the medical associations. Several of the physi- 
cians who attended were ambassadors of their govern- 


audience sat for several hours and submitted hundreds 
of questions, which were answered by the eight leaders 
in the field of medicine who participated in the panel. 


the length of the queues which formed and which for 
hours passed from one line to the next. 


Fraternity, Alumni and Honorary Dinners 
Throughout the session, but particularly on Wednes- 
day and Thursday nights, dinners were held by alumni 
associations of our great medical colleges, by the great 


given by the Passano Foundation to the officers and 
trustees of the Association, at which the Passano Award 
was given to Selman Waksman for his discovery of 
streptomycin and at which tribute was tendered to him 
by Sir Howard W. Florey. The dinner of the alumni 
association of Jefferson Medical College attracted 
between 600 and 700 guests. Alpha Omega Alpha 
at a dinner attended by hundreds conferred honorary 
membership on the invited guests. Many of the great 
provided cocktail parties, receptions and dinners during 
the week. The W. B. Saunders Company tendered 
a dinner to the Board of Trustees and officers of the 
Association, at which there was an official 

of the History of the Association, which they have 
published. Mead Johnson & Company provided a great 
dinner to celebrate awards for the exhibits of art, 
including painting, etching and sculpture. 

Woman's Auziliary 

The Woman's Auxiliary of the American Medical 
Association now has more than 30,000 members. It 
has a potentiality for service to the American Medical 
Association in the field of public relations which will 
no doubt be utilized to the utmost in future plans. 
by fine programs and maximum attendance. The 
headquarters of the Woman’s Auxiliary is now perma- 
nently established in the headquarters office of the 
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Association, and the Board of Trustees has planned for 
regular conferences with the directing bodies of the 
Auxiliary for complete coordination of effort. 

Publicity—Press and Radio 
Throughout the annual session there were broad- 
which kept the nation constantly-aware of the great 
centennial meeting. At the Monday night dinner of the 
House of Delegates the Mutual Broadcasting System 
duplicated one of the broacasts in its series on “Stephen 
Graham: Family Doctor.” The American Broadcast- 
ing Company provided a nationwide broadcast descrip- 
tive of the exhibits in which the President of the 
scientific expositions. The chairman of the Board of 
Trustees, the President of the Association, Dr. Bortz 
following his inauguration and many others spoke at 
various times over nationwide networks. Some of 
the addresses will be published in forthcoming issues 
of Hygeia. 
The press representatives were tendered a luncheon 
on the Saturday preceding the session, at which time 
they were provided with abstracts of the most impor- 
cial functions of the week. All were invited to attend 
the dinner to the associated industries and professions. 
Two press rooms were in continuous operation—one 
in the convention hall and the other in the Traymore 
Hotel, which housed the meetings of the House of Dele- 
gates. Daily articles were spread throughout the nation 
by representatives of the Associated Press, United 
Press, International News and by syndicated writers, 
as well as by individual representatives of many great 
newspapers and news magazines. Many periodicals of 
national circulation have celebrated the centennial by 
pictures related to the medical profession on their 
covers and by feature articles. 

House of Delegates 

Unfortunate perhaps were members of the House of 

who were continuously in session from 
June 9 through June 12 except for one morning, at 
which time, incidentally, at least half of the membership 
of the House were occupied in reference committees. 
Such flavor of the session as they were able to gather 
was dependent on the visits to the House of Delegates 
by the distinguished invited guests and by the functions 
which took place at night. The problems most promi- 
nently confronting the House of Delegates concerned 
the future of the general practitioner, the reorganization 
of staffs of hospitals to provide for a service in general 
practice, the utilization of the total medical profession 
for any future military emergency, plans for the pro- 
motion of voluntary insurance against the costs of sick- 


months and in association therewith a two day single 


696 
President s Reception 

Distinctive ſor the President's reception at this con- 

vention was the participation of two “name” orches- : 

tras, those of Tommy Tucker and Eddie Lane, who 

provided music alternately and continuously to a vast 

and colorful assemblage of physicians and their ladies. 

included a representative of the local committee and 

respectively the retiring President, the President and 

the President-Elect of the Association and of the 

Woman's Auxiliary. Included also, as has already 

been mentioned, were the invited guests of distinction 

and their wives. Testimony to the pleasure of the 

Fellows of Association in meeting personally these 

representati of American and foreign medicine was 

medical fraternities and by various honorary societies 

and other organizations, which attracted great numbers 

of convention visitors. One dinner of note was that 1710 
meeting of the House of Delegates during the winter 
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general session designed particularly for the general 
practitioner, this to be arranged under the joint auspices 
of the Board of Trustees and the Council on Scientific 
Assembly. Using the technic of the propagandists 
Senator James E. Murray tried to divert the publicity 
interest from the advancement of medical science to 
his campaign for socialization of medicine. With the 
ineptness characteristic of the actions of this group the 
mass of publicity material sent to Atlantic City came 
directly into the hands of officers of the Association. 
The House of Delegates replied to Senator Murray 

i , expressing again its opposition to his 


interim committee on the public relations of the Ameri- 
can Medical Association. 


The proceedings of the House of Delegates will be 


published in Tne Journat during the next few weeks. 
Readers of Tuk Journat are advised to follow the 
text of these proceedings as closely as possible, since 
the actions taken by the House of Delegates are vital 
to the further progress of the medical profession. The 
proceedings include, moreover, the beautiful messages 
presented to the House of Delegates by the President 
of the United States, by our invited guests and by 
officials of our own government. 


account of its progress, the lives of the presidents with 
a photograph and a signature for each, and a record 
of the growth of each of the councils, bureaus, publi- 
cations and various agencies of the Association, was 
made available on Monday, June 9. The wide distri- 


bution of this work to libraries and to the public gen- 


erally throughout the world will serve as a permanent 
memorial of one hundred years of progress of the 
American Medical Association. During these one hun- 
dred years the Association has reached in membership 
and in fellowship, in the number and quality of its 
publications, in its councils, bureaus and other depart- 
ments, in its service to the medical profession, a recog- 
nized position of leadership in all the world. 

As was said in the opening paragraph of this edi- 
torial, the celebration of the centennial was epochal. 


Fifty-years ago Dr. Nicholas Senn predicted that the 
one hundredth year would see a membership of perhaps 
100,000 and would witness inventions and discoveries 
beyond the conception of his day. As was said by 
Dr. Edward L. Bortz, in his president's address, “His 


In their review of the diagnosis and the results of 
surgical excision of gastric cancer, Abrahamson and 
Hinton * urge that routine fluoroscopic and x-ray exam- 
inations of persons in the cancer age should be carried 


vision has proved correct.” The centennial celebration 
N brought the message of progress in addresses, in 
exhibits, in information to the public and in tribute 
rendered in music, in art, in religion and in science. 
FLUOROSCOPIC DIAGNOSIS OF GASTRIC 
proposals. So comprehensive is the work of the Ameri- CANCER 
can Medical Association that the reference committees In the early stages cancer of the stomach produces 
charged with the report of the Board of Trustees and few or only slight symptoms. Many, perhaps most 
the Secretary, with the recommendations of the officers victims of gastric cancer do not seek medical advice 
and with medical legislation and public relations took before the cancer has advanced beyond surgical cure. 
the entire available time of the members of the refer- For various reasons delay in diagnosis often occurs 
ence committees charged with examination of reports even if the patient is under medical care; in general 
and action on resolutions in this field. Special reports the prognosis remains distressingly dismal. With the 
on rural health, on convalescent care and that of the means at hand the only way to change the outlook is 
Committee on Emergency Medical Service were long removal of the cancer much earlier than is now usual. 
and detailed and occupied many hours of time of This means of course that the cancer must be diagnosed 
members of the House. The executive session was in the early stages, even before it causes any symptoms. 
concerned particularly with the final report of an The best if not the only practical method of excluding 
of the stomach, followed if indicated by x-ray, gastro- 
| —. — scopic and other studies, as introduced by St. John, 
Swenson and Harvey.' By fluoroscopy they found 
2 cases of early gastric carcinoma and 1 of lymphosar- 
coma in 2,413 persons in the cancer age, all apparently 
well and without any obvious gastrointestinal distur- 
hances. In his important article on gastric cancer 
problems Barrett points out that evaluation of this 
method will require examination of larger groups than 
500 healthy people. 
The History of the Association 
History of the Association, which includes a general | 
for the presymptomatic diagnosis of cancer of the stom- 

5 ach. Such studies should be included in periodic 
examinations in military and veteran services, in indus- _- 
tries, of applicants for health and life insurance, and 
as a matter of routine on the hospital entrance of all 
patients above 40 years of age. They also urge that 
facilities be made available for fluoroscopy of the stom- 
ach of private patients over 40 in all economic groups. 
This suggestion is of course especially applicable to 
diagnostic and preventive cancer clinics. 

1. St. John, N. B.; Swenson, P. C., and Harvey, H. D.: An Experi- 
ment in the Early Diagnosis of Gastric Carcinoma, Aan. Surg. 1291 225 
„ Avenues of Approach to the Gastric Cancer 
Problem, J. Nat. Inst. Cancer 71 159 (Dec.) 1946. 

J. Abrahamson, R. H., and Hinton, J. William: Gastric Cartinoma: 
A Comparative Review of the Origin, Diagnosia and End Results in $83 
Patients, Surg., Gynec. & Obst. 84: 481 (April) 1947. 


608 CURRENT COMMENT 
Current Comment many spheres of activity. His report with Dr. Ernest E. 


2 , pathologist 
and anesthesiologist to the work of the hospital was 
28 al d in this disturbi 


In recognition of his long and outstanding service to : We ; 
the American Medical Association, Dr. Roscoe Lloyd u#00.0" the efficiency that he has given to every activity 


Dr. Sensenich graduated 
Medical College 
served internships 
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election the noetion of lec 
senich was elected DY riouse C Jelegates 
the position of President-Elect at 4 — — — 
bration in Atlantic City. Dr. Senseni ir- 
man of the Board of Trustees of the American Medical 1 STUErS 
Association since 1945, has beer a member of the Tonsillectomy is the most frequent surgical procedure 
Board of Trustees since 1937 and was a member of in the United States. Since it is made in many instances 
the House of Delegates continuously from 1931 to 1937. on an ambulatory basis and often by physicians without 
On frequent occasions he has represented the Associa- specialized surgical training, many physicians appar- 
tion in public hearings before committees of Congress. ently consider it an operation requiring a minor degree 
of surgical skill. The results 
of analysis of the rate of re- 
currences of tonsillar growth 
that tonsillectomy should 
e 8 command all the respect of a 
major operation The in- 
complete removal of tonsillar 
tissue and the subsequent 
ie formation of infected tonsil 
* stumps are rather common. 
te The Spuths * recently report- 
ed the presence of tonsil 
15 * stumps in 80 per cent of 285 
tonsillectomized patients. In- 
stead of being relieved 1210 
through tonsillectomy of their 
board of St. Joseph Tuber. tients continue to absorb bac- 
culosis Hospital, director of | teria and toxins from the 
the South Bend Medical Lab- : tonsillar tissue left in the 
oratories and was a member id throat and are often systemi- 
of the Advisory Committee 65 cally much worse off than 
on Services to Crippled Chil- prior to their operation. 
dren of the Indiana State While there is drainage of 
Department of Public Wel- infectious and toxic material 
fare. He is a specialist cer- ) from the external surface of 
tified by the American Board Roscoe L. Sensexicu, M.D. the tonsils before tonsillec- 
of Internal Medicine, a fellow of tae Autstcan Mepicat Assoctatios tomy so that only a part of 
. of the American College of such harmful matter is ab- 
Physicians and a member of the Central Society for sorbed into the organism, this route of escape becomes 
Clinical Research. He is a past president of St. Joseph obliterated after tonsillectomy, for the infectious and 
County Medical Society, the Indiana State Medical toxic material contained in the usual tonsil stumps are 
Association and the Indiana Tuberculosis Association. covered by scar tissue. It is resorbed in its entirety 
During World War I Dr. Sensenich was a major in. through the lymphatics and veins and may cause, in 
the Medical Corps, serving as chief of the medical ser- addition to fatigue, heart palpitations, vague mus- 
vice of an army general hospital ; during World War II cular pains, secondary infections and allergic com- 
he was a member of the National Committee on Allo- plications in remote organs (polyarthritis, nephritis, 
cation of Medical Personnel to the Armed Forces, of endocarditis, asthma, chronic phlebitis). Sometimes 
the committee which cooperated with the National Advi- the diagnosis of tonsil stumps cannot be made by an 
sory Council on Physical Fitness and of the Advisory 
Committee of Selective Service. During hisincumbency tonsil tissue may be buried beneath a thick layer 
in official positions in the Association Dr. Sensenich has r tissue. However, as inflamed tissues, the presence 
devoted himself enthusiastically to its work. He has of which is usual with tonsil stumps, are sensitive to 
1. Cooke, R. A.: Allergy in Theory and Practice, Philadelphia, W. 8. 
ti and has * * in Saunders 5. 


and 


DISTINGUISHED SERVICE MEDAL 
At the Centennial Session of the American Medical 
Association in Atlantic City, June 9-13, Dr. Henry 
Asbury Christian, Hersey professor of theory and prac- 


COMMENT 
BURNS OF THE HUMAN 


On the basis of 500-cases treated for chemical eye 
burns, McLaughlin * has observed that certain chemicals 


corneal structure produced by all allaline and © few 
neutral organic compounds, but not by acidic compounds 
be relatively harmless. The change in the corneal struc- 
ture, as dbserved with the high power of the biomicro- 


27 


and Physiology from 
1903 to 1905, as chairman of the section from 1905 to 
1907 and as a delegate from that section in 1909. In 
1916-1917 he was secretary of the Section on Practice 
of Medicine and a delegate from this section in 1926 
and 1927. He was president of the American Society 
for Clinical Investigation in 1919, of the Interstate Post- 
graduate Medical Association of North America in 1931 
and of the Association of American Physicians in 1935. 
He is a member of many learned societies both here and 


abroad and has received honorary degrees from various 
universities. 


Boston, was nominated to receive the citation and the the corneal epithelium. 

i Service Medal opaque areas are seen to be 
of the American Medical stained a faint green by fluo- 
Association. Dr. rescein when observed by di- 
was born in Lynchburg, rect illumination. Studies by 
in 1876. After Carpenter and Smyth? sug- 
from Johns Hopkins U gest that the foreign com- 
sity School of pound initially is physically 
Baltimore, in 1900 he was adsorbed on protein struc- 
appointed assistant patholo- tures of the corneal epithe- 
gist at the Boston City Hos- lium. Following this a 
pital and from 1 portion of the adsorbed chem- 
taught pathology ical denatures cellular pro- 
Medical School. tein, resulting in necrosis. 
became Hersey The remainder is liberated 
the theory and slowly with its chemical na- 
physic, serving actively until ture unchanged, to diffuse 
1939. Dr. Christian was dean from the original site of ad- 
of Harvard Medical School sorption into previously un- 
from 1908 to 1912. affected tissue. Instead of a 
he was recalled at Harvard delaying effect there is there- 
and in 1943 served as clinical for progressive action 

of medicine at Tufts which may spread to involve 
College Medical School the entire depth of the epithe- 
From 1910 to 1939 he was lium down to Bowman's 

sician in chief at the Peter membrane, at which point 
Brent Brigham Hospital and irreparable damage to the 
from 1907 to 1912 was also tissue results. The greater 
physician in chief at the Car- Hexay Asevay Cuaistiax, M.D. number of the chemicals that 
ney He was on Seavice behave in this way are alka- 
the staff of Beth Israel Hos- line. Attempts at neutrali- 
pital in Boston, was a major in the medical reserve zation of the acid substances failed in animal experi- 
corps of the U. S. Army from 1918 to 1921, and for one ments? to give any amelioration of injury. The treat- 


pressure, tonsil stumps can be detected with reliability 
by exerting pressure either directly on the tonsillar e e 
scar tissue or externally from the angle of the lower 
jaw in the direction of the tonsillar fossa. Tonsils 
when functioning normally are protective organs HM Wave a delaying actio uch cheilical compounds ire 
. should not be removed. Definitely infected tonsils and quently cause a loss of vision due to opacification of the 
especially tonsil stumps should be radically removed cornea and adhesions of the conjunctiva following a 
under general anesthesia and with adequate surgical symptom free period of several hours after accidental 
technic and skill. pe 
ice OF pnysic, farvara Medical Scnoo MUpe, reveals Ure Preseiice Ol areas Of Opacity 
sciences of the National Research Council. Dr. Chris- or mechanical removal of the involved cells before 
tian served the American Medical Association as secre- progressive action could be initiated. Immediate 
first aid, followed by long flushing with water and 
denuding where indicated, gave most gratifying results. 
Thus, of the 500 cases treated 456 (91.2 per cent) 
healed in forty-eight hours with no loss of vision; 37 
(7.4 per cent) healed slowly but without loss of vision ; 
7 cases, or 1.5 per cent, healed with a residual loss of 
vision. McLaughlin emphasizes that this loss of vision 
was the result of inadequate preliminary care or such 
complicating factors as infected teeth or tonsils. 
1. McLaughlin, R. S.: Chemical Burns of the Human Cornea, Am. J. 
Ophth. 1358 (Nov.) 1946. 
2. Carpenter, C. P., and Smyth, H. F., Jr.: Chemical Burns of the 
Rabbit Cornea, Am. J. Ophth. 501 1363 (Nov.) 1946. 
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— Morning, June 9 


The House of Delegates convened in the Rose Room 


ORGANIZATION 
PROCEEDINGS of the ATLANTIC CITY SESSION 


HOUSE OF DELEGATES 


Hotel Traymore, Boardwalk at Illinois A 


to order at 10:30 a. m. by the Speaker, 


21155 


rir IE 1443 3222 i 


700 
MINUTES OF THE ANNUAL SESSION OF THE HOUSE OF DELEGATES 
AMERICAN MEDICAL ASSOCIATION, HELD IN ATLANTIC CITY, JUNE 9-18, 
Dr. R. W. Fouts, | 
Speaker, House of Delegates, 
American Medical Association, 
Atlantic City, New Jersey. 
of Dear Doctor Fouts: 
— —— At this time when the American Medical Association is about 
the Association and of those who must establish its policies, 
Preliminary Report of the Reference Committee those who are chosen to administer its affairs and the great 
on Credentials body of physicians who compose its membership. The deepest 
Dr. G. Henry Mundt, Chairman, stated that 143 delegates had au dearest desires of my heast are all for the continued and 
= to Ge —P———— — unbroken success of, the Association in its efforts to serve and 
registered present os promote the great cause for which it has worked unceasingly 
steadily increasing. Rett Call for a century—the cause of medicine and its service to humanity. 
Speaker announced quorum present am denied privilege of attending great Centennial Cele- 
requested the Secretary to call the roll, which was done. err 
and of the Scientific Assembly, of viewing the exhibits and of 
Distinguished Service Award greeting and shaking the friendly hands of many of those whom 
Dr. R. IL. Sensenich, Chairman of the Board of Trustees. it has been my pleasure to see at annual sessions year after year. 
presented a report of the Board as follows: I cannot refrain from asking you, as Speaker of the House 
The Committee on Distinguished 
American Medical Association subm 
VI, sec 
halle | 
Alfred 
ie Dr 
. Guy 
and 
votes 
Dr. Bi 
that 0 
call. 
of ¢ 
and 
enry 
the 
i to 
in We 
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11 — — 1934-1935; — 
; member Judicial Council, 
- Cummings, Texas, 1930. 
— Texas, 1926. 
Dowling, Alabama, 1919; 1921-1922. 
. Eagleton, New Jersey, 1924-1926; 1939-1940; 1942-1944, 
— York, 1938-1941; 1943-1946, 


Bennett Cooke, Tennessee, 1911-1913 


1918. 


re Isthmian Canal Zone, 1926. 
Marion 
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possibility of extraneous influences manifesting 
to be sent as a permanent : Lr 
its vote the decision it wishes to make. 
Proceedings of Supplemental Session NEW MEMBERS 
bers of this H "this 
Dr. George W. Kosmak, New York, seconded th», &. 
Address of Speaker, Dr. R. W. Fouts question or other deliberation of this body. 
presided IN MEMORIAM 
while Speaker ouse address, which was Speaker announced fitting 
referred to the Reference Committee on Reports of Officers and -I Irrer 
which reads as ſollows: 
Mr. Speaker, Members of the H Delegates and Guests: us the list as follows (the dates following the 
acd Caneel ee names indicate years of service in the House or as officers of 
ciation, may I first tender my tribute to those who preceded . Association): 
me in this honored office. The previous speakers of the House 
of Delegates of the American Medical Association have included John 
Dr. Hubert Work, a Secretary of the Interior and a former 
President of the American Medical Association; Dr. Dwight H. — 
Murray of Syracuse, N. V., whose untimely death prevented 
his occupancy of the office for more than an exceedingly short 
space of time; Dr. Fred C. Warnshuis, a secretary of the Michi- 
gan State Medical Society and later of the California State 
Medical Society; Dr. Nathan B. Van Etten, a former member 
of this House and later President of the American 
Association, and Dr. Harrison H. Shoulders, a 
Tennessee State Medical Society and now President 
American Medical Association. As I call to mind 
rity, the loyalty and the dignity wjth which they filled 
I feel that the standard established by them may well 
lated by all who follow. 
For many years the President of the American Medi 
ciation presided over this representative body. As the 
134 bilities and interests of the Association grew, the 
47 Delegates decided to elect its presiding officer, who w 6 
nated as the Chairman. Shortly thereafter the name was 
to Speaker. Wisconsin, 1911 
Those who occupied the position in the formative Mississippi, 1904-1905. 
accustomed to make addresses in which they discussed | Elbert G. Wood, Tennessee, 1930-1946. 
. The House observed a moment of silence in tribute to the 
of these suggestions contributed in great measure to the advance- * REFERENCE COMMITTEES 
ment of the affairs of the Association and the attainment of its In the appointment of reference committees, your Speaker has 
However, after some years it became apparent to the House — — — 1 — 
the President and President-Elect, so that by custom and prac- committees. Members who have duties in addition to their 
tice the Speaker of the House of Delegates now limits his open- functions as delegates have likewise been spared the added 
ing address to problems dealing with the conduct of the repre- burden of extra committce werk. 
' sentative body itself and with the customary tribute to those The Speaker requested authorization to appoint three extra 
iy Aram W reference committees, one on Executive Session, one on General 
At previous meetings of the House of Delegates I have sug- Service, It was moved by Dr. Waher E. Vers, Weer Viewinin, 
gested certain changes in its conduct. These were referred to seconded by Dr. Arthur J Bedell, Section on Ophthalmology 
the Reference Committee on Rules and Order of Business, which and carried, that the Speaker be authorized to appoint the extra 
adoption, and the House has seen fit to give reference committees requested. 2 
to them. These recommendations have 
of certain areas in the meeting place to Reference Committees 
the conduct of elections by ballot. The The personnel of all reference committees as appointed by 
changes has seemed to improve both the the Speaker is as follows: 
of this House of Delegates and the mani- SECTIONS AND SECTION WORK 
Rey B. Henline, Section on Urol- — — — 
the House of Delegates at this session a , Ses, gology, Otology os 
the Constitution and By-Laws. As Speaker, “etal Medicine and ‘Thertpew. Scott Lord Smith, New York. 
with the composition of the House of Dele- RULES AND ORDER OF BUSINESS 
i James Stevenson, Oklahoma, Chair- James Beebe, Delaware. 
session and with the limitation on the — Raymond L. Zech, Washington. 
sessions. By its very nature, an executive William F. Costello, New Jersey. George A. Woodhouse, Ohio. 
4 pe is — MEDICAL EDUCATION 
fitting that such considerations be ca- New York, ‘Thames Cotten, Maryland. 
degree of decorum and without the joseph D. McCarthy, Nebraska. A. W. Adson, Minnesota. 
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Board for Medical Specialties, American Col ion was at once apparent, as shown by a 
American College of Surgeons, American Dental Association. registration of 939 at the 1946 Scientific Assembly and by the 
American Hospital Association, the Catholic Hospital Associa- attendance of these registrants at the various meetings. This 
tion, American Medical Association, American Nurses Asso- House has also expressed its approval of the organization of 
sections on general practice in state and county medical societies. 
In spite of this, certain hospitals have inaugurated as a matter 
of policy limitation of their staff appointments to physicians 
all be charg "Y certified by specialty boards or holding membership in certain 
ing plans fe the special medical societies. Such a policy is contrary to the prin- 
Ne yoy ciples of the Council and seems unsound. In publications which 
3) for the ve dealt with hospital standards, the Council has expressed 
; peatedly the need for a hospital staff of high quality; it has 
ee porate mentioned certification by a specialty board or membership 
society as an important credential. 
ons have assured for themselves the inclusion 
v. s properly qualified general the 
mt of “General 
T m of how such a section 
of the May 3, 1907 
‘ ay 3, issue 
icle will be distributed 
American Red Cross. pital in the United Sta 
forces during the recent conflict and an examinatic 1 
civilian pope cisco a year 
— we stelle, ond 
ommittee_ recommends — 
the American Medical Associat and fer secidencics. 
of Delegates to create and appoint a standin member of a hospital 
designated as the Council on National E the various specialty 
Service. 
IV. Finally, it is recommended that the to the American 
on National Emergency Medical Service I discharged. of Physicians, the 
Respectfully submitted, ant Hospital Asso- 
Ewan L. Boatz, Chairman. O. O. Mur. nd to each hospital 
Hande S. James C. Sancent. registered by the Council. 
Pran H. Lonc. V. C. Trspat. To carry forward further the intent of the resolution, the 
Harmon C. following report was published by the Council in Tae Joux. 
page 95, in the May 3, 1947 issue: 
Medical Association some years ago, the Council on Medical 
Dr. H. G. Weiskotten, Chairman, presented the repc pitals formulated standards for the establish- 
Council on Medical Education and Hospitals as pri bc for the certification of specialists and 
Handbook, which was referred to the Reference Comm hospital residencies providing training in the 
Medical Education. is of medicine. The aim was to improve the 
3 — at this level of medical education. The 
— — 
id of certification applicants, w 
Po fed. But it was never intended 
Dr. H. G. Weiskotten, Chairman, also presented the hospitals generally, or even in 
ry report, the first section of which was cies, should be limited to 
ialls, a5 fow the policy in some hospitals. 
the report to the Reference Committee on * are detrimental to 
of General Practitioners l depend on the qualifications 
has been given to devise ways of 8 = 
of general practitioners so that they may shi hospital 
ide the citizens of our country with the Sree. 
which they are peculiarly qualified to the Council has the full ec 
there promises to be continued need. or Medical Specialties, w 
a Section on the General Practice of Beards in the specialties. 
in 1945 was an important step forward. he Advisory Board it was 
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Resolutions on Rebates — ~ 
Weston, Section on Pediatrics, agencies. N 
i which were referred e 
on Miscellaneous Business : select their part time medical 
Complaints have been made from time ih the approval of, each com- 
clear through each component 
practice been emphasized in regard to practitioner 
been charged that many oculists c clinics and 
on prescriptions for glasses; and examination 
The knowledge of this practice has bec 
the subject of criticiem by the lay pre : 7 os 
American Medical Association ; 
ofy'the ethics of the maintain continuing. ee principles. 
any Dr. James R. following 
the PSO 10 
*. 
Nosaat Havras. 
Frorvp 8. Winstow. 
B. E. Picastt Se. 
Groace W. Kosmag, 
K. S. J. Houten, 
Hotman Tarioa, fit 
— — 127 
MH. B. Eveaerrt. States 
W. A. Covenrer. officer 
Resolution on Indoctrina with | 
Phil oph) mission should be repealed; and be 
American Medical Association at th 
of Delegates of the American Medical Association. 
: Resolutions on Teaching of Medical 
Medical Schools 
, Dr. James R. Reuling, New York, 
resolutions, which were referred to the Ref 
clegates of the Medical 
ts annual meeting on M 
resolutions be introduced : 
of medical students is to 
me teachers, many of whom 
of medicine and may not be 
* of medicine on 
ious meeting of the House 
„ was 
in medical 
was 
American 
steps to insure 
States of the vi 
problems; and be 
American Medical 
ruc the securing of 
= 
* Dr. Arthur J. 
Jerse by. Dr. James 
ih: jered a imitti 
0 lical into 
E. Vincent Askey, i 
ion, Illinois, and carried, 
health ican Medical Association were allowed in 
20 — ened in Executive Session at 5:15 p. m. and 
he lar Session at 6:15 p. m. 
- Dr. Arthur J. Bedell, Section on Ophthal- 
ese by several, the House recessed at 6:15 p. m. 
— — f a. m., Tuesday, June 10. 
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une 21, 1947 


U. S. Army medical officers and some members of the faculty of medicine of the University of Vienna shown at a banquet in Vienna that 
marked completion of a course taken by the officers at the university. 
All of the medical officers belong to the European command. 
Left to right, seated: Capt. Patrick Fitzgerald, Professor Dr. Kauders (faculty), jor William Brown, Professor Dr. Artz (faculty), Colonel 
Hayes, Lieutenant Colonel Dr. Wiethe Charles Moss. Lieut. John Farquhar, 
ieut. Donald Somerville, Lieut. Tessitore, Lieut. John Costello, 
(facuky), Lieut. Robert Wilham Doremas, 
Professor Dr. poy my Professor Dr. Antoine (faculty), Capt. Stephen N. Lieut. Robert Williams, John Morris, Lieut. 
James Keehan and Cari Kundert. 
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state 

s, Drs. Clyde L. Williams, Linesville; John 
Erie: Charles E. McCune, West Springfield; David A. Brown, 
Greenville ; Willard B. Campbell, Harrisville ; Judson C. Cooiey, 
e W. Kenned and rles HI. 


monials will be presented ‘ . Lehighton ; 
John E. Fretz, Easton; Rossitter J. Lloyd. Olyphant; Agnes 
Sholly Knights, Selunsgrove; John K. Love, Easton; John 
Dyson, Hazelton; Frederick W. Roberts, Plymouth; John 
Scheifly, Kingston, and Earl E. Wagner, Wilkes-Barre. 


Philadelphia | 


Personal.—Dr. Henry P. Brown Jr. left early this month 
for interior China, where he plans to spend four years as a 
medical missionary. He has been on the staff of Pennsylvania 
and Pittsburgh hospitals and a clinical adviser in surgery at 
the University of Pennsylvania School of Medicine, Phila- 
delphia, of which he is a 1912 alumnus. 

Effort to Detect Pelvic Cancer Early.—The Philadelphia 
Obstetric Society, in conjunction with the department of public 
health and the Philadelphia County Medical Society, has formed 
a committee chiefly of gynecologists to aid in preventing delay 
between the time the first sympt®m of pelvic cancer appears 
and the inauguration of proper treatment. All cases of the 

in hospitals in the this com- 


of Medicine, was delivered May by 
„ Ph.D., Rockefeller Institute of Medical 
Studies of Renal Physiology.” 
TENNESSEE 
Annual Registration.—Chapter 9 
, of the State of Tennessee becomes effective 
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31 will result in revocation of license. After 
or who are practicing in other states may submit an affidavit 
- Commissioned medical officers 
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scientific program has been planned 
Amsterdam and its surroundings as well as to various institu- 


Plague Infection.—United States Public Health Service, 
in its public health report for May 16, states that on April 21 
and 22 proved plague infection was reported in ectoparasites 


Twelve Nations Ratify Constitution of World Health 


Kingdom, Canada, Iran, New Zealand and Syria. A total of 
twenty-six ratifications by 
required for 
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OHIO 
State Medical Election. At the annual meeting of the Ohio 
State Medical Association in Cleveland last month Dr. Ralph L. 
Rutledge, Alliance, became president and Dr. Arthur A. Brind- 
ley, Toledo, was chosen president-elect. Cincinnati was selected from regist 
as the convention city for 1948. discharge {r 
Be Professor Gives Hanna Lecture.—The fifty-first 
UTAH 
Dr. George Sayers Awarded the Abel Prize.—<At the 
annual meeting of the American Society for Pharmacol and 
Experimental Therapeutics, held in Chicago May 18-22, the 
John J. Abel Prize in pharmacology was awarded to George 
Sayers, Ph.D., assistant professor of 8 in the 
University of Utah School of Medicine, Salt Lake City. Dr. 
Adrenal This prise $1,000 and a bronze medal, 
A System.” is prize and a bronze ’ 
PENNSYLVANIA plus an additional amount up to $150 for traveling expenses, 
District Society Meetings.—The Eighth Councilor Dis- was established in the society by Eli Lilly and Company for 
trict of the Medical Society of the State of Pennsylvania will the purpose of stimulating fundamental research in pharmacology 
hold its annual meeting June 25 at the Kahkwa Club west of in the United States and Canada. 
Erie. The speaker will be Dr. Armando Trabuco, urologist of 
Argentina. During the afternoon session the president of the VIRGINIA 
Memorial Exercises at Medical College.—Major Gen. 
David N. Grant, formerly air surgeon, C. S. Army, delivered 
the address at the memorial exercises of the Medical College 
of Virginia, Richmond, — . A plaque in commemoration 
of the personnel of the 45th G 1 Hospital who died in the 
VerMilyea, Russell. The Third, Fourth and Twelfth Councilor Service of their country, was presented to President William 
Districts will meet at the Hotel Sterling, Wilkes-Barre, on T. Sanger by Colonel Powell Williams, unit director and chief 
June 25. On the scientific program will be Dr. Charles L. of the medical service. A portrait of Dr. Frederick W. Shaw. 
Brown, Philadelphia, “Differential of Hyperthyroidism’; Dr. Richmond. until his death professor of bacteriology, was pre- 
Thaddeus I. Montgomery, Philadelphia, “Management of Tox- sented to the college by Charles II. Meeks, president of the 
emias of Pregnancy”; Dr. Louis H. Twyeffort, Philadelphia, senior class in medicine. 
"The Current States Petsonal.—Dr. Philip St. L. Moncure, since 1897 a member 
of Penicillin Therapy—Uses and Abuses.” and Dr. Irving J, i the medical staffs of St. Vincent's Hospital and the Hospital 
W — Philadelphia, “The Rh Factor Fifty ‘year testi- of St. 9 De an Norfolk, was ey ay May 8 at a 
: testimonial banquet reception celebrating his golden jubilee 
anniversary ——Dr. Clara C. Joel Fleischer has been named 
director of maternal and child health of the city department of 
health of Richmond, a newly created post. She will develop a 
Citywide program of maternal, infant and preschool health. An 
American citizen, Dr. Fleischer is a pharmacy graduate of 
Prague, Czechoslovakia, and received her doctor of medicine 
degree from the Medical College of Virginia, Richmond. She 
has been in charge of the night venereal disease clinic at the 
college on a part time basis since 1943, as well as industrial 
physician at du Pont. 
GENERAL 
Medical Women’s International Congress.—The Medical 
Women's International Association will hold its Fifth Congress 
June 24 to W in the Indian Institute, Amsterdam, Holland. 
tions. 
mittee, and when a delay has occurred in the institution of Z 
proper treatment the patient's former attending physicians and from rodents in Arizona and Washington. In Navajo County, 
gynecologists are invited to a meeting in order to determine Arizona, fleas and a tick from two ground squirrels proved 
the cause and decide how such a delay can be avoided. positive, and Yakima County, Washington, fleas from one 
The Mellon Lecture. — Ihe thirticth Mellon lecture, spon- — 
sored by the Society for Biological Research of the University 
1 Bey Von Switzerland, Transjordan, Italy, the Netherlands, China, United 
New Law 5 agency n Na ; 
Public Acts of for — 2 — 
f Association for Advancement esearc ti 
july > ne things the law — all persons w Sclerosis, Inc. made its first grant for specialized 4 
a license to practice medicine in Tennessee must register and the disease June 11. The sum of $64,350 will cover three years 
pay a fee of $2.50 some time between July 1 and Sept. 30, 1947. of research in the field of allergy in connection with multiple 
Failure to register will result in automatic revocation of the sclerosis and will be under the direction of Elvin A. Kabat 
license to practice. On or before Dec. 31, 1947, and on or before Ph. D., assistant professor of bacteriology of Columbia University 
each succeeding December 31, all licensees must register and College of Physicians and Surgeons. The society was formed 
pay a fee of $5. Failure to register by Jan. 31, 1948 and each less than a year ago. 
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Congress on Mental Health.—This con- 
which will be held from A 
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the United States and the government of Chile, the hospital will 
be under the direction of Dr. Rafael Lorca O., who has been 
appointed as superintendent and medical director. 

Dr. 


nominati ad 
— 
diabetes and carbohydrate 

FOREIGN 

Doctors.— Medical flights by the Doctor 

Australia “outback” last covered 207 miles, 
an increase of more than 12,000 over the previous year 
More 5 patients, the reports, were given 


listed in Postgraduate Courses for Veterans and Civilian Physi- 
cians in THe Journat, June 14, page 626, will be given Novem- 
ber 3-8 instead of November 10-15 as listed. 


Marriages 


Mercer Brannon Set In., Dallas, Ga. to Miss Ethel Eliza- 
beth Smith of High Point, N. C., in Augusta, Ga., Dec. 27, 1946. 

Roseat Bentuam Simons Ja., Charleston, S. C., to Miss 
Sara Elizabeth Holden in Detroit Nov. 16, 1946. 

Haroun W. Spies, Washington, D. C., to Miss Sadie Frances 
of Johnson City, Tenn., January 30. 
Amapeo B. St, Savannah, N. V., to Miss Ollie B. Hall of 
N. C., in Salt Lake City February 15. 
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Association of American Physicians Meeting. — The 
Association of American 1 4 1 1 at its annual meeting in 
Atlantic City, May 7, e Dr. Alva H. Gordon, Montreal, 
Canada, president; Dr. Francis G. Blake, New Haven, Conn., 
vice president; Dr. Walter Bauer, Boston, treasurer, and Dr. 
1 was presented to . Rugene F. s, New 
York, professor of physiology, Cornell University Medical Col- New Sanatorium in Chile. — Dedication of the 500 bed 
lege, for his contributions to investigative and clinical medicine. Trudeau Hospital at Santiago, Chile, took March 27. 
Int 
England, will consist of three conferences: (1) International 
Conference on Child Psychiatry, which will hold morning ses- 
sions August 12-15; (2) the International Conference on Medi- 
cal ew yy which will hold afternoon sessions August American Pharmaceutical Manufacturers’ Association presented 
12-15, and (3) International Conference on Mental Hygiene, its first annual research award April 28 to Dr. Bernardo A. 
meeting August 16-21. Sessions will take place at Central Hall, Houssay, Buenos Aires, Argentina, at its annual meeting in 
Westminster. Subjects to be discussed at the conferences are Boca Raton, Fla. The award was presented to Dr. Houssay 
Foundations of Mental Health in Childhood, Guilt, and Mental in recognition and appreciation of his contribution to medical 
Health and World Citizenship. Inquiries should be addressed 
to: The Organizer, International ym yee Health, 
39 Queen Anne Street, London, W. I. 
Library Desires Back Issues of The Journal.— 
ity Library, . Denmark, has made a 
certain bound volumes of Tur Jovanat. 
Torkil Olsen, library assistant, Department 2-Nr. 
Denmark, follows: “Due to the very 
for Tue A or tHe American MEDICAL 
rtox it has been decided to make an to 
medica! o durt 
1 Tuberculosis in Italy.— The United Nations Relief 
and Rehabilitation Administration joined Italian forces May 4 
culosis death rate,” ‘About 0,000 persons died in 1948, as com: 
send these volumes or some of them to our library. All cs cath rate. / {000 persons died in as com- 
in connecti : forwarding covered red with 33,226 in 1940, and it is estimated that 500,000 
— rom 
American Bureau for Medical Aid to China i 
April 12, Magnus I. Gregersen, Ph.D. was elected 

47 past six years. Dr. Gregersen has been head of the Aria. Sone rst congress 
department ofthe Collegeof Physicians and Surgeons, Columbia of this kind will be held at Copenhagen and Aarhus, Denmark, 
University, since 1937. Five new members directors September 4-8. r International — 
are Edmond V. Cowdry, Ph. D., head of the anatomy 2 Against Rheumatism. e beginning — 
ment, Washington University, St. Louis; Dr. James A. Crab- tember 5 includes the discussion of etiology and pathogenesis 
tree, assistant s general, U. S. Public Health Service, ‘heumatic fever and rheumatoid arthritis, with a special view 
Washington, D. E: Dr. Howard C. 1 to streptococci as the source of the disease; discussion on the 
surgery, University of California Medical Berkeley- treatment of rheumatoid arthritis, particularly gold treatment 

San Francisco; Miss Gertrude E. Hodgman, dean of the Peipi and other chemotherapy ; the social importance ‘of the rheumatic 
Union Medical College School of Nursing until 1940, and John diseases, and biochematological problems of rheumatology. A 
T. Tripp, Ph.D., associate director, bureau of laboratories, two day sightseeing tour through Denmark has also been 
Michigan Department of Health, Lansing. planned. 

CANADA ECT 

Art and Camera Salon.—Canadian Physicians’ Fine Art coms sous une of 
and Camera Salon will be held in the Hudson’s Bay Audi- American Psychiatric Association.—The second 
torium, Winnipeg. June 23-27, in conjunction with the conven- the item Special Society Elections” in Tur Journat, June 14, 
tion of the Canadian Medical Association. Two bronze plaques page 621, should read = may Psychiatric Association 
will be presented, one to the winner of the Fine Arts section instead of the American Pediatric Association. 
and one to the winner of the Photographic section. ee eer Henry 11 (Tue Ti. 

Public Officers Honored.— Joint dinner ay 10, p. ) is chief assistant nstitute edica 
the Canadian Public Health Association and ‘the’ State’ ‘and Microbiology at the University of Wroclaw, Wroclaw, Poland, 
Provincial Health Authorities of North America in Quebec "ther than of the University of Warsaw. 
May 22 certificates of honorary membership of the Canadian Date of Postgraduate Course.— The Columbia University 
Association of Public Health were presented to Dr. Thomas 
Parran, surgeon general of the United States, and to Dr. Walter 
L. Bierring, president of the State and Provincial Health 
Authorities of North America and commissioner of health of 
Iowa, both of whom addressed the group. 

National Cancer Institute of Canada Created. To 
coordinate all efforts in the cancer field in Canada on a national D 
basis, the minister of the National Health and Welfare called 
a conference of representatives from all organizations working Se 
in the cancer field in Canada, as a result of which the institute 
was organized. It will (1) provide for the education and 
subsistence of cancer research workers; (2) attract more men 
into the program begun by the Canadian Association before the 
war by providing undergraduate and postgraduate education 
for physicians, and attempting to establish a uniform system of 
reporting cancer cases and deaths throughout the dominion; 

(3) continue the lay educational program now being conducted 
by the Canadian Cancer Society, and (4) raise funds to support 
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Bicentenary of the Rotunda Hospital, Dublin 
The bicentenary of the Rotunda Hospital, Dublin, the oldest 
obstetric hospital in the British Isles, will be held from July 


obtained from the secretary, 36, College Green, Dublin. 


tally produced in animals, necrosis of subcutaneous fat seems 
to have been first reported in the British Journal of Surgery 
by Hugh Blauvelt. A married woman aged 41 was admitted to 

hospital on Oct. 27, 1939 complaining of epigastric pain of 


prick to a patch 2 inches or more in diameter. 
diastase amounted to 2,400 units in twenty-four 
blood sugar was 90 mg. per hundred cubic centimeters. 


except a few rose colored areas on the thighs. On Aug. 8, 
1940 two small stones and a chronically inflamed gallbladder 
were removed. On August 10 she became comatose, and death 
ensued in twenty-four hours. The blood urea before death was 
200 mg. per hundred cubic centimeters. At the necropsy the 
bile ducts and pancreas were found normal and there was no 


account for the subcutaneous lesions that were observed. 


BRAZIL 
(From Our Regular Correspondent) © 
So Pato, May 3, 1947 


The Stoneless Gallbladder 
Dr. Joad Montenegro says that, as diagnostic methods 


is becoming a rare disease. Most of the symptoms ascribed to 
it in the past were due to intestinal dyskinesia caused by food 
intolerance, and sometimes to dyskinesia of Oddi's sphincter hav- 
ing the same cause. The hepatic flexure of the colon and the 
duodenum are the main mystifiers. Intestinal dyskinesia pro- 
duces erratic spontaneous pains with predilection for the duo- 

lecysticocolonic (hepatic flexure) and appendicular areas, 
while elecited pains are encountered generally in more than one 
spot, or the whole abdomen may be tender but without muscular 


cular relaxation and ease of mind. On the other hand, well 
indicated cholecystectomies have failed to cure patients mainly 
because of the coexistence of the bowel dyskinesia. The diseased 
gallbladder is removed and the symptoms caused by it are allayed 
but the trouble caused by the dyskinesia persists. To obtain 
highly probable, complete cures one must be reasonably sure 
that there is not a coexistence of diseases. Poor results from 
other diagnostic errors and sequelae represent a small percent- 
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resembling erythema nodosum, appeared on the arms and 
Foreign Letters On October 29 laparotomy was decided on. The . — 
— revealed necrosis of the extraperitoneal fat, and the abdomen 
LONDON was not opened. Excision of a portion of one of the superficial 
— . — lesions on a leg revealed typical fat necrosis. The superficial 
May 10, 1947. areas of fat necrosis were confined to the arms, legs and buttocks 
excepting two on the back. They varied in size from a pin 
The British Journal of Nutrition urinary 
The Cambridge University Press announces the publication The 
shortly, for the Nutrition Society, of a new quarterly, the British Loewi's 
Journal of Nutrition. It will be devoted to reports of original w ve. A-Frays signs of gall- 
work in all branches of nutrition and will incorporate the Pro- stones. Recovery was slow. When examined seven months 
ceedings of the Nutrition Socicty, which at present are pub- . after the onset all external signs of fat necrosis had disappeared 
lished separately. The editorial board will consist of S. K. Kon 
(chairman), D. P. Cuthbertson, J. N. Davidson, R. C. Garry, 
G. Graham, J. Hammond, E. M. M. Hume, I. Leitch, W. C. 
Miller, F. Yates, B. S. Platt and J. A. B. Smith. Subscription 
rates for nonmembers of the Nutrition Society are $12.50 per 
volume of four quarterly parts. Separate parts will cost . 
Subscriptions should be addressed to the Cambridge University evidence of recent or old fat necrosis. The kidneys were small 
Press, 200 Euston Road, London, N. W. 1. Papers for publi- and granular, and death was attributed to chronic nephritis. 
cation and letters on editorial matters should be sent to Dr. The lesions so frequently found in the peritoneum, mesentery 
S. K. Kon, British Journal of Nutrition, National Institute for and pancreas itself in acute pancreatitis are attributed to the 
Research in Dairying, Shinfield, near Reading, Berks, England. direct spread of the liberated ferment. When extraperitoneal 
Information about the Nutrition Society may be had from the fat, pleura, pericardium and mediastinum are affected, the lipase 
secretary at the same address. is said to travel by the lymphatics. Necrotic lesions in the bone 
marrow and periarticular tissues have been attributed to pan- 
7 to 11. Visitors will attend from all parts of the world. The 
47 cussion will be introduced by Dr. T. P. C. Kirkpatrick and Dr. 
G. W. Kosmack, editor of the American Journal df Obstetrics 
and Gynecology. Other subjects for discussion are puerperal 
natal mortality. Visiting speakers will include Professor H. J. improve, lewer pa WIth CHEOMC Chole without stones 
Stander of Cornell University, Professor F. C. Irving of Har- are operated on. Indeed, clinical cholecystitis without stones 
vard, Professor Subodh Mitra of Calcutta, Dr. J. I. Hofbauer 
of Cincinnati, Professor H. L. Sheehan of Liverpool, Professor 
W. A. Scott of Toronto, Professor Henri Bedrine Lisle, Dr. J. V. 
O'Sullivan of London, Dr. Isidore Rubin of New York, 
Professor Axel Westman of Stockholm, Professor Bernard Zon- 
dek of Jerusalem, Dr. Peter Bishop of London, Professor J. S. 
Browne of Montreal, Professor Ebbe Brandstrup of Copenhagen, 
Professor F. J. Browne of London and Professor Dugald Baird 
of Aberdeen. Further particulars as regards the congress can be 
ſfö ́—ͤ — ⸗ d rigidity. Proper dieting, rest and supporting measures will relieve 
them. This intestinal dyskinesia, also called irritable colon, has 
Acute Pancreatitis with Subcutaneous Fat Necrosis led to cholecystectomies on normal gallbladders with a fair per- 
While fat necrosis due to acute pancreatitis is commonly seen centage of cures resulting from postoperative rest, dieting, mus- 
within the abdomen, where it affects the mesentery, omentum, 
pancreas and peritoneum, it is rare outside the abdomen except 
in the extraperitoneal fat. It has been observed in more distant 
regions—the mediastinum, pleura, pericardium, marrow of the 
long bones and periarticular fat. But, except when experimen- 
ys 10N. ausea vomiting ur do refrain from the diagnosis of cholecystitis in specimens that 
before admission. She suffered from constipation, and mictu- do not show clearcut evidences of inflammation, as suggested 
rition was difficult. The temperature was 99.6 F., the pulse by Foss, because such a diagnosis encourages cholecystectomies 
120 and the respiratory rate 24. While the abdomen was not on normal gallbladders. They should avoid meaningless expres- 
distended, there were generalized tenderness and rigidity, more sions as chronic catarrhal cholecystitis; instead of that, more 
especially over the gallblader. The diagnosis lay between acute anatomopathologic expressions might be employed, such as 
cholecystitis and acute pancreatitis. Next day many red areas, exudative and proliferative cholecystitis. 


Correspondence 


PROLONGED REACTION TO BENADRYL 


To the Editor:—In a clinical note entitled “Prolonged Reac- 
tion to Benadryl” (Tne Journat, February 8, p. 393) appeared 
the statement “Treatment was not given, but intravenous his- 


1. Fundamental principles were overlooked. 
ty tee general 


4. Histamine could be harmful in a case such as the one 


The objections to the contemplated use of the drug were on 
the following basis: 


sidered it a safe drug. It is assumed that any one using his- 
tamine or any other medication will use proper dilution, technic 
* 

The reasons histamine was considered for use in the case under 
discussion are that: 


1. It is the accepted antagorfist of benadryl. 
2. It has been used in di i 


CORRESPONDENCE 


M. 
1943 
3. The drug was considered safe for the of case under 
discussion. 


It should be further pointed out that the use of histamine was 
not recommended to others. It was simply considered the treat- 
ment most likely to be of help in the one particular case under 
discussion—no other. It was to be used only if more conserva- 
tive treatment failed. It was not used. 


Sam Scuwartzserc, M.D., San Antonio, Texas. 


THE GENERAL PRACTITIONER IN THE 
HOSPITAL ORGANIZATION 


decent we can live in freedom under the law ; there is no middle 

A militant person joins a machine to force another to serve 

him. He looks on himself as a cog in a wheel and limits his 


professional competence when it is merely a defense mechanism 
used to cover their lack of integrative ability. 

Mount Carmel Mercy Hospital is to be congratulated on 
maintaining a form of civilization 
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— 
— u is felt that a dissertation on indications, limitations and 
failed to improve.” This rather innocuous remark provoked possible dangers of a drug that was not used, in a case report, 
the following criticisms from Dr. Norman A. David and Dr. would have encroached on the technic of Colonel Stoopnagle 
Norman M. Karr of the department of pharmacology, University and Budd. 
of Oregon Medical School : It is further felt that the criticisms were unwarranted, unsub- 
stantiated and, most amazing of all, directed against conditions 
foreign to the case in question and at a drug which was not 
used. 
To the Editor: — Dr. M. H. Miller's article in Tut Jovurnai, 
8. The authors’ tion, which may have been justified May J. Page 15, creates a desire to express the opinion that 
in their case, should have been accompanied with a strong parallel discussion is necessary in the promotion of policy 
word of caution. matters. Our constant problem, personal, political, social and 
6. The radical treatment proposed. . . . economic, is to choose between being militant and being decent. 
7. The use of intravenous histamine has no theoretical justi- We may do business by meeting the buyer or the seller in a 
fication in most reactions to benadryl. private personal deal and appealing to the law, to be made 
whole, in case of injury, or through a third person armed 
os : , communal matter. Our constant choice is between socialization 
1 1 . 11 — and civilization. If we choose to be militant we must be con- 
mechanisms entirely distinct from its histamine activity.” trolled by directives through a third party; if we choose to be 
2. “Histamine causes increased permeability of blood vessels v 1 
—a picture closely resembling clinical shock.” 194 
Since the mechanism of the action of benadryl itself is 
unknown, much less the toxic reactions, the first objection is 
purely speculative. activities to assigned duties in socialization at the grasping col- 
The second statement is valid, or at least the first half of the lectivistic level of the ego. A decent person looks on himself 
statement is valid. As a matter of fact, this sentence (half as the wheel and is willing to serve another individual by all 
sentence that is) is the only statement in the entire communica- the talent and skill he possesses in civilization at the economical 
tion (with the exception of the sentence pertaining to drugs altruistic level of the super ego. 
acting on more than one system), that can be substantiated by Harvey Cushing would probably not have established single 
scientific proof. If this was the basis of the charge of over- service trade school training in this country if he had foreseen 
looking fundamental principles, it would appear to be logical that the medical profession would regress to medieval authori- 
(but not excusable) since histamine causes capillary dilatation tarianism as a result. We must not mistake militancy for 
and increased permeability and would therefore appear to be sincerity or allow the boorish boasts of Sound boys to pass for 
theoretically contraindicated when these factors are already 
present in conditions such as drug reactions. Furthermore, his- 
tamine exposure can cause anaphylactic shock in some lower 
animals. Oddly enough, however, clinical evidence refutes the 
theoretical contraindications. Intravenous histamine has been of the majority of our hospitals that have been bound to a 
successfully used for treatment of many allergies including that single standardization. They too have failed to separate the 
of penicillin urticaria, in which increased capillary permeability men from the boys by instituting “the table of organization” 
and dilatation are strongly in evidence. Bayard T. Horton, chief which is the wheel on which the single service cogs are bound 
of the research division at the Mayo Foundation, in a paper as opposed to allowing a free medical market. The tradition of 
read before the Southwest Allergy Forum in April 1946, stated voluntary hospitals is to treat the doctor and the patient as 
that he and his co-workers had given thousands on thousands guests of the hospital at all times. They have succeeded in 
of injections of intravenous histamine in the aforementioned introducing the socializing third party which continues to price 
types of cases, without reaction, with good results, and con- a larger number of people out of the hospital market. This 
process can only continue to complete nationalization. Organized 
medicine must rehabilitate to civilization as the Supreme Court 
of the United States has in reaffirming “the doctrine of civili- 
zation” in the Beelo case. 

The multiple service doctor is the sensitive idealistic adult 
who looks on himself as the wheel but who is willing to add an 
additional cog when the need arises. He is capable of operating 

— 
u. W. Stevens, M.D., Portland, Ore. 
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Institution Title of Course School and Course — Tuition 
MEUROLOGY AND PSYCHIATRY—Contiaued 
( Symposium on Neurology and 20.00 
Columbia Uni ny of Physicians and Surgeons, 630 Advanced Lr 10.00 
15 Clinical tall the, betwen October 
„, 1947 and March 31, 1966 * — 
At: Montefiore Hospital Neuropsychiatry 75.08 
Neuroanatomy and 7 months, part time, October 6, 1947- 100.00 
a —— Neuroan- 6 months, part time, October 9, 1947- 100.00 
At: Mount Sinai Hospital Revemt Advances tn Seuroleg} 5 days, full time, December 8-12, 1947 60.00 
Psychiatry in Medi- 2 weeks, part time, January 6 100.08 
ie 4 Course 3 years, October 1947 22 
New York Medical College. Flower and Fitth Avenue Hos- , siirodguction to Paychoanalysis 10 sessions, once a week, October 13, 1047 38.00 
pitals, 20 K. 106th St., New York Readings in Psychoanalytic every two weeks, 
Papel try week, October 10, 147 30.00 
once a 
New York State Department of Health, 76 State . Albany 7 1 in Diagnosis, Minimum 2 weeks, arranged None 28 
At: School for Corrective Motor Education, East Hamp- Evaluation, Treatment and 
tom, I. I. Cerebral Palsy 
At Institute, New York Phases in 23 
Neurological * — Minimum 2 weeks, arranged None 
„ Training of Cerebral Palsy 
Neure-Psychologic Rehabilitation Institute, Phila- Phases in Diagnosis. Minimum 2 weeks, arranged None 
Evaluation, Treatment and 4 
New York Post-Graduate Medical School, 303 E. 20th St. logical and Psychiatric e weeks, full time, December 620, 1°47 100.09 
New York 3 and Treatment in 
99 „„ Psychiatry and Neurology s weeks, full time, September 15, 194 250.00 
At: Bellevue 
Neuropsychiatry 3 months or longer, full time, per mo. 3.00 
Duke University School of Medicine, Durham, N. C. arranged 
Neurosurgery 3 months or longer, full time, ber mo. 50.00 
12 sessions, October 14, 1947-June 1, 1048 12.00 
Development 10 sessions, October 13, Wer- 10.00 
of the Child May 10, 1948 
Institute, III X. 4%h St., 10.00 
: Bellevue-Stratford Hotel The Relation between the 2989898181 1947 5.00 
* Functions of the Teacher May 4, = 
and of the Psychoanalyst 
At: Places to be arranged ee — Courses Varies for all courses 234.00 
on theory, therapeutic 


Reterences will be found on page 735. 
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Institution Title of Course 


University of Pennsylvania Graduate School of Medicine, Neurology, Psychiatry (Basic 


University of Texas Medical Branch, 912 Avenue Gal- 
veston Neurological Examination 
WEUROSURGERY 
University of Wisconsin Medical School, 418 N. Randall Bt. Neurosurgery for Specialists * 
BUTRITION 
New York Medical College. Flower and Fifth Avenue Hos- Nutrition 
pitals, 20 K. 106th ., New York 
of North Carolina School of Medicine, Chapel Hill Nutrition 
— = Medicine, Durham, N. C. Nutrition 


„ Las Angeles 33 
At: Les Angeles City Health Department Maternity 
At: Les Angeles County Hospital 29898898 
of California Medical School, San Francisco 22 Gynecology and Obstetrics. 
Center Pathology -Smear ; Technique 
Cancer of Uterus, Stomach, 
. Urinary Tract, 
Obstetrics and G 


cology 

Columbia University College ‘ot and Surgeons, (Observation Course in Obstet- 
630 W. 168th K., New York 32 rics 

— Hospital, Jersey City, — 

t: Mount Sinai Hospital 

J. E N. New York 


Duke University School of Medicine, Durham, N. C. 


of Medicine, Eden and Seminar in Obstetrics for the 
Ave., Cincinnati General Physician 
Oklahoma State Postgraduate Commit- Gynecology 

210-212 Plaza Court, Cuy 3 

: Principal towns and cities in State 

Road. 1 


Fee 
schol end Cour 
4 full time, October 1947- 900.00 
10 weeks, full time 300.00 
Arranged Not given 
24 months, arranged per month 100.00 
1 month, arranged 10.0 

arranged 


3 days, September 1947 10 
3 days, full time, September 1947 15.60 
2 full time, October 1, 1947- 500.00 
June nominal 


2 weeks, full time, „ full course 

Aug. 415, 1947 mornings 
afternoons 

5 full 

— 1 86, 


11 


1 
i 
i 


Hej: 

13 


1 
i 


i 


10 sessions, part time, December 1-22, 1947 50.00 


16 weeks, time, September 24, 1947- 100. 00 
— 1, * 


16 weeks, time, January @ 100.00 

full October 1- 300.00 
November 3, 1947 

12 sessions, part time, arranged 200.08 

3 months or longer, full per moath 50.60 

1 month, toe a week, October 1047 15.0 


10 weeks, one night a week, not given 15.00 


Arranged, tentatively Fall 197 Not given 

5 days, full time, October 27-31, 1047 50.00 

2 months, full time, July 1, 1947- 200.00 

fuk tine, October 600.00 


Say 
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At: Affiliated Institutions Clinicobiologic Neurology and 
OBSTETRICS AND GYNECOLOGY 
Alabama State Health Department and Jefferson County Refresher Course in Obstetrics 
Health Department. Birmingham and Gynecology 
— 
College of Medical Evangelists Graduate School of Medi- Basic Sciences in Obstetrics 
University of Southern California School of Medicine, 1260 Clinical Obstet (Course 
Chicago Maternity Center, 1336 Newberry Ave., Chicago — -residency in Obstet- 
{ Obstetrics 
Operative and Office Gyne- 
cology 
Personal Course in Gynecolog- 
ronal Ceara 
Cook County Graduate School of Medicine, 427 &. Honore Personal in Gynecolog- 
St., Chicago —L, 
Practical Didactic Course 
in Office Gynecology 
Practical and Didactic Course 
in Office Gynecology 
University of Kansas School of Medicine, 39th St. and Obstetrics and Gynecology 
Rainbow Bivd.. Kansas City 
15 
University of Maryland School of Medicine, Lombard and ogy and Female Urology 
Greene St., Baltimore Review Obstetrics and Gyne- 
At: Beth lerael Hospital 1 —— 
for Gynecolo- 
At: Hill Hospital 1 for Gy 
ant 
Office tment 
Office December 1947 
— 
— Pathology (Re- 
to 
New York Post-Graduate Medical School, 363 E. 20th . Pathologists) * 
New York 3 
to Gynecologists and 
Pathologists) * 
Seminar in Gynecology 
Surgical Anatomy as Applied to 
Operative Gynecology (Cadaver) 
Limited to Surgeons ? 
ee Obstetrics and Gynecology 
Hahnemann 
235 N. iSth 
University of Pennsylvania Graduate School of Medicine, Gynecology, Obstetrics (Basic ee 
237 Medical Laboratories, Philadciphia 4 Studies) 
References will be found ca page 735. 
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Institution Title of Course School and Course ies tation 
OBSTETRICS AND OCY—Coatiaved 
Clinteal Practice Course of 1 — every 150.00 
University of Tennessee College of Medicine, Memphis 3 the wet of Pain tn Chile. 3 225 
birth with Lectures and 
Demonstrations In Obstetrics 
at -Obstet rics full 
1005 18th Ave. North at Meharry Gynecology per qtr. 125.00 
Postgraduate Course in Obdstet- Ginn, September 10.0 
College Southwestern Medical rics and in Prep- June 
Foundation, 2201 Oak Lawe Delton Tex aration for” Specialty 
of Wisconsia 418 N. Bandall Obstetrics and for 24 mo. 
Medical School, Gynecology montis, arranged per 100.68 
OPHTHALMOLOGY 
of Southern ef Medicine, 1900 Baste Ophthalmology (Course 4 months, full time, October 1947 600.00 
752) 
T. of California Medical ee Sen Francisco 22 — 5 days, full time, September 15-19, 1947 60.0 
in 1 in 
Children's Memorial Hospital, 707 Fullerton Ave., Chicago 14 — 0 week, second week in November 1947 0.00 
„„ Ctinical Ophthalmology 2 weeks, part time, every 2 weeks 30.00 
American deed Otolaryngology, -Otolaryngology 9 months, September 1, 1947-June 10.00 
n mont ba, time, October 6- 45.00 
Ophthalmoscopy pore Sims, Jenuary 30.00 
Embryology of the Eye 7 weeks, part | October 8 0.00 
430 W. 168th Bt. New ay ' Extra-ocular Muscies s weeks, part time, * 30.00 
At: Montefiore Hospital December 4, 1947 
Histopathology of the Eye 18.00 
2 7. 
Physiological Optics — — 
— 
294 December 22, 1947 
Advanced 18 hours, October & December 24, 147 60. 0 
Sina! 12 weeks, part time, October 7- 25.00 
Surgery — — 90.00 
December 10, 1947 
| Refraction 11 > 00.00 
, Anomalies of the Ocular Mus- 
* f Oph. 5 days, full time, Oct. 27-31, 1947 78.00 
with the x 
— 3 5 days, part time, Nov. 10-14, 1947 50.08 
Motor of the * 6 days, full time, Oct. 99-25, 1947 100.0 
Medical School, 903 20h W. to Opbthal= 
_, —_ 3 days, part time, Nov. 10-14, 1947 0.00 
* 
of the Eye* 6 days, full time, Nov. 3-8, 1947 200.00 
of the Byes and Urver 13 beetures and 12 clinie sessions, 100.00 
Anatomy and Physiology * 4 weeks, part time, cnc month if 4 or 2.0 
“a Bacteriology, Serology, immu ged, m7 | 50.00 
Py 1 month, part time, arranged 0.00 
External Diseases? 1 month, part time, every month if 50.00 
External Eye Diseases—Ocular 1 wonth, part time, whenever w.00 
4 students 
Extra Ocular Muscles * 1 month, 3 afternoons a week, 50.00 
, each month whenever 4 students 
— of the Bye? 22 — January - 
ne New York 16 
jan Gane 1 month, part time, arranged 
Operative Eye Surgery * 1 108.00 
* ice month 50 00 
Ophthalmoscopy weeks, once 
Refraction # 2 months, 2 nights a week, October 100.00 
1947 (tentative) 
Refraction ? 2 months, 2 nights a week, January 100.00 
Slit Microscopy 1 month, part October 1947 


— — — — — — — —e— 
Reterences will be found on page 735. 


N 
8 


POSTGRADUATE COURSES 


June “21, 1947 


Postgraduate Courses for Practicing Physicians—July 1, 1947 to Jan. 15, 1948—Continued 


New York Polyclinic Medical School and Hospital, 341-353 
W. 50th St., New York 
University of 


Duke University School of Medicine, Durham, N. C. 
Clinic, Ructid Ave. at Kast 93rd. St., Cleveland 6 
of Graduate of Medivine, 
237 Medical Laboratories, Philadelphia 4 
of Medicine, 427 8. Honore 
University of Mlinols College of Medicine, 912 8. Wood bt. 


630 W. 168th St ork 
New York „Flower and Fifth Ave. Hospitals, 
20 KE. 106th ., New York 
New York Medical School, 363 E. 20th t. 
New York 3 
New York , 477 First Ave., New York 

At: New York and Ear 


Throat 

Combined Eye, Ear, Nose and 

Ear, Nos¢ 
sen * * 

and 

Course 


Fee 

School and Course Tuition 
6 October 1, 
January 2, 194 
6 weeks, part time, 100.00 
3% days, full time, July Wai, 1947 00.00 
3 months or longer, full per month 8.00 
3 days, first week in December 1947 Not given 
8 full time, October 1947- 600.00 
4 days, December 1947 

Dart 

full time, September 1, 1047- 900.60 
10 days, part time, Sept. 22-Oct. 3, 1947 75.00 
6 days, full time, Nov. 3-6, 1947 60.00 
10 days, full time, Jan. 5-16, 1948 125.00 
3 months or longer, full per month 60.00 
8 Not 


full time, October 1, 1947 


*yune Ii, plus 


2 weeks, part time, every 2 weeks 
1 or 2 weeks, September 1947 per week 50.00 


5 days, December 1947 75.00 
90, 1068 10.00 


3-6 months, full time, fret day of 


6 
weeks, October 1, 1947 January 2, 1948 


6 October 1, 1947-3 ives 

s months, full time, October 1947- 

4 days, December 1947 full course 
part 


|| 
Institution Title of Course 
OPHTHALMOLOG Y—Contiauved 
Ophthalmology (clinical) 
Ophthalmology, Clinical, Op- ' 
erative (Cadaver) and Re- 
fraction 
Ophthalmology 
Crittenden Bivd., Rochester, N. T. 
Duke University School of Medicine, Durham, N. C. . Ophthalmology 
Cleveland Clinic, Euclid Ave. at East 93rd St., Cleveland 6 
and Throat 
University of Pennsylvania Graduate School of Medicine, Ophthalmology (Basic Studies) 
237 Medical Laboratories, Philadelphia 4 
Virginia Society of Ophthalmology and Otolaryngology, Uni- Postgraduate Course in Oph- 
versity Station, Charlottesville thalmology and Otolaryn- 
At: Medical College of Virginia, Richmond gology 
ORTHOPEDIC SURGERY 
State University of lowa School of Medicine, lowa City Orthopedic Surgery 
- —— 
to 
New York Post-Graduate Medical School, 303 K. 20th St., Orthopedics In General Prac- 
Seminar in Orthopedic Sur- 
gery 
(Restricted to Surgeons) 
Orthopedic Surgery 
Bunts Institute (Orthopedics) . 
Orthopedics (Basic Studies) months, full time, Uctober 194.-May 1X 
OTOLARYNGOLOGY 
— 
ciinical 
Otolaryngology 
Otolaryngology Refresher ? 
Chicago 12 
100 First Ave. Bidg., Rochester, Minn. (Home Study Course) 
olumbia_ University College of Physicians and Surgeons Otolaryngology 150.00 v 1 
any mon 
Otolaryngologic Procedures 1 month, pert time, arranged 100.00 194 
wy on Otolaryn- 2 weeks, full time, Nov. 10-22, 1947 150.00 
(Restricted to Otolaryn- 
golugists) 
f Anatomy Temporal Bone * 1 month, pert time, arranged o 
Bacteriology. Serology, Im- 2 weeks, part time, arranged 50.00 
munology 
2 — 1 month, part time, arranged 50.00 
munology 4 
ö 
New York Polyclinic Medical School and Hospital, 341-353 eg Ophthal- 168.08 
W. Sth K.. New York — 75.00 
Duke University School of Medicine, Durham, N. C. Otolaryngology 50.00 
University of Pennsylvania Graduate School of Medicine, Otolaryngology (Basic Studies) 600.40 
237 4 
Virginia Society of Ophthalmology Otolaryngology, Uni- Postgraduate Course in Oph- 25.00 
versity Station, Charlottesville thaimology and Otolaryn- 15.00 
At: Medical College of Virginia, Richmond gology 
OTOLOGY 
Columbia University College of Physicians and Surgeons, Histopathology of the Ear 5% weeks, part time, October 21- 50 00 
ond 341-258 Advanced Otology Arranged 250.00 
W. ., New York 
Anatomy and Physiology * 4 weeks, 3 hours a week each month 30.00 . 
Bacteriology of the Ear“ 4 Weeks, pours « Wrek, arranged 50.00 
a Bacteriology. Serology, Im- 2 weeks, part time, October 50 0⁰ 
College of Medicine, 477 First Ave., — 1 — 
"At: New York Eye and Ear Infirmary month, heuss Weel, 200.00 
uses 
Operative Ear & (Cad- 1 month, part time, arranged 200.00 
aver) 
Sinuses 
OTORMINOLARYNGOLOGY 
arne 2 Postgraduate Course in Oto- 5 days, full time, September & 12, 1947 0.00 
Combined Bye, Ear, Nose and 3 months, October 1, 197-January 2, 1948 600.00 
Combined Eye, Ear, Nose and 3 months, January 2, 1948-April 1048 00.00 
9 months, October 1, 1947 1,000.00 
3 days, Great week in December 1947 Not given 
2 weeks, August 1947 Not given 
| 
Reterences will be found on page 735. 
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ogy 
Surgical Bestricted 
Collage of Medicine, Pathology for Surgeons 
At: Lenox Hill Hospital Pathology for Surgeons 
Pathological Research 
Duke University School of Medicine, Durham, X. C 
Staff in 
University of Texas Medical Branch, 912 Avenue B, Gal- Surgical Pathology 
PEDIATRICS 
State Department of Health. Hartford, Conan Training Sesstons + 
clans at Well Child 
ferences 
At: Moodus Training Sessions for 
clans at Well Child 
ferences 
At: North Grosvenordaie Training Sessions for 
clans at Well Child 
ferences 
At: Old Lyme Training Sessions for 
clans at Well Child 
ferences 
ferences 


Hospital 

Children’s Memorial Hospital, Ter Fullerton Ave., Chicago ee Gum & 
Cook County Graduate Schoo! of Medicine, 427 8. Honore Clinical Course in Pediatrics 
Wayne University College of Medicine, 1516 St. Antoine St., | Children's Guidance Clinic 
University of Minnesota Medical School, Minneapolis 14 

Island of Medicine, Medical of the Clinical Pediatrics 

r „% W. 168th St., New York 


New York Medical 


Flower and Fifth Avenue Hos- 
pitals, 20 East 106th 


Registration Pee 

School and Course and/or Tuition 
10 weeks, part time, October 1, 1947 100.00 
2 weeks, full time, every 2 weeks 150.00 
1 month, full time, every month 250.00 
months, full time, arranged 150.00 
1 year, full 300.09 
6 months, full arranged 210.00 


1 „ 2nd and éth seams 
1 afternoon week, per quarter 2.00 
Getober 1947 
ll months, between moath . 
duly 1, and 1, 19947 ” 
14 weeks, part time, October 18, 1947 68.00 
January 24. 1968 
hours, 200. 
Not given 


6 weeks, part time, Sept. 15-Oct. 24,1047 100.09 
100.00 


16 weeks, part time, Jan. 6-Feb. 28, 1945 100. 00 


15 weeks, part time, Sept. 16-Dee. , 17 8600.00 


5 weeks, part time, September 2, 1947 0.00 
5 weeks, part time, January 5, 1948 0.00 
Arranged 25.00 
3 months or longer, full time, permonth 0 
3 months or longer, full time, per month . 
3 months or longer, full time, permonth 00 
arranged 
3 months or longer, full time, per month 3.0 
arranged 
3 months or longer, full time, permonth 30.00 
arrange: 
Arranged Not given 
6 sessions, once a month, continuously None '® 
6 sessions, once a month, continuously None 
6 sessions, once a month, continuously None 
6 sessions, once a month, continuously None 
6 sessions, once a month, continuously None 
6 sessions, once a month, continuously None 


4 weeks, October 1947 100.00 
1 full time, 2weeks 6.00 
2 weeks or 1 month, , 
1 quarter, part time, July Not given 
Not given 
s weeks, part time, October 10. w.00 
November 28, 1947 
10 32 October 7 0 
130.08 
19 months, year — 
6 months 40.00 
9 months 650.00 
4 weeks, part time, arranged Not given 


731 
Institut ion Tithe of Course 
PATHOLOGY 
Cook County Graduate School of Medicine, 427 8. Honore 42 Weeks Course Surgical 
N., Chicago Pathology 
1 Month Course Surgical 
Pathology 
75 Training in General Pathology 
U-Maryland School of Medicine, Lombard and Greene { Training tn General Pathotogs 
Medical Pathologic Conference 1 , 1 morning a week, quarter 10.60 
University College of Medicine, 1516 St. Antoine — 
, Detroit 
Pathology Seminar 
1 Pathology of Neoplasms 
Washington University School of Medicine, Euclid Ave. and Graduate Course in Pathology 
Kingshighway, N. Louis 10 
IIIA General and Special Pathology 
630 W. 168th K., New York 32 
New York Medical College Flower ond Fifth Ave. Hos- » Clinical Pathology 
pitals, 20 K. 106th ., New York * Pathology 
New York Polyclinic Medical School and Hospital, 341-353 Pathology and Bacteriology 
W. St., New York 
JJ 
At: West Hartford Training Sessions for Physi- a 
clans at Well Child Con- 
ferences 
Emory 7 “sand School of Medicine, 5@ Armstrong N.. Pediatrics 3 months to 1 year, erranged per quarter 125.00 
Clinical Pediatrics 
.... 
B e 
References will be found on page 735. 
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2 


Graduate Medical School, 303 E. 20th N. 


New York University College of Medicine, 477 First Ave., 
At: Lenox Hill Hospital 
Duke University School of Medicine, Durham, N. C. 
Southern Pediatric Seminar, N. C. 
University of Cincinnati Medicine, Eden and 
Bethesda Aves., Cincinnati, 
University of Pennsyivania Graduate School of Medicine, 237 
Medical Laboratories, 
Meharry Medical College, 1005 18th Av. North at Meharry 


Vanderbilt University School of Medicine, Nashville, Tenn. 
University of Texas Medical Branch, 912 Avenue B, Gal- 
w State Medical Association, 218 Cobb Bidg., 
University of Wisconsin Medical School, 418 N. Randall St., 
Madison 


how „ Kansas City 

3 Congress of Physical Medicine, 4 N. Michigan 
ve., 

At: Hotel Pennsylvania. New York 

New York Polyclinic Medical School and Hospital, 341-353 
W. New York 


Al: Bellevue Hospital and lustitute for Crippled and 


New York University Medical College, 417 First Ave, New 


4 Dermatology 


Hi 


School and Course 
5 days, full time, Oct. 610, 1947 75.00 
5 days, full time, Dee. 6-12, 1967 75.00 


3. 1967 


75.00 
12 
September 30, 1947 Non- Veterans 100.58 
* 
2 weeks, July 14-28, 1947 given 
3-4 months, eantinuously per month 30.00 
Arranged, Fall 1947 (tentative) Not given 
900.00 
6 months, full July 1, per quarter 125.00 
1.3 monthe, October, 1947 3 months 168.68 
1 week, October 1947 25.00 
2 weeks, July 14-27, 1047 Not given 
24 months, arranged per month 100.00 


4 weeks, full time, July 7, 1947 


3 days, December 6-20, 1967 10. 
days, September 4-7, 1947 1 beeture 
. full semester 
4 weeks, part time, arranged 100.60 ¢ 
12 weeks, part time, Fall 1047 200.00 
26 months, arranged per month 100.00 
1 quarter, part time, October 1947 Not given 
3 weeks, part time, December 1-23, 1947 0.00 
1 moath, arranged 150.00 
1 month, arranged 75.00 
1 month, arranged 78.00 
1 month, arranged 7%. 
2 weeks, arranged 0.00 
1 
dave, full tine, Sept. 22-Oct. 3, 1947 


. 6 sessions, part time, Jan. 7-Feb. 25,188 20.60 


732 
lastit ution Title of Course 
Allergy for Pediatricians 
(Restricted to Pediatri- 
cians)?* 
to Fediatri- 
( + to Pediatri- 
Clinical Pediatrics 4 weeks, full time, Oct. 13-Nov. 8, 1947 150.0 
Clinical Pediatrics 150.08 
New HEE Post eee and Syphilology 5 days, full time, Sept. | 75.08 
New York 3 — 
Neurology and Psychiatry for 2 weeks, full time, Oct. 13-25, 1947 100.00 
— 
Practical Clinical Pediatrics 4 full Nov. pee. 5, 1047 125.09 
Symposium on Recent Ad- 
vances in Pediatrics 
Pediatrics 
Pediatrics 
Pediatrics 
Southern Pediatric Seminar 
Pediatrtes 
Refresher Course in Pediatrics 
Pediatrics (Basic Studies) 
1 quarter, part time, July 1947 Not given 
gee Seay College of Medicine, 1516 K. Antoine { 19 per quarter 10.00 
* 1 quarter, July 1947 Not given 
University of North Carolina School of Medicine, Chapel Hill I Ain — 5.00 v } 
MEDICINE 
12 weeks, full time, September 15, 1947 230.00 
University of Southern California School of Medicine, 1200 ee 100.00 
te 
ene ° Angeles myelitie (Course 776) 
1 Advanced Clinical Practice im 12 months. full time, September 15, 1947 1.05400 
Medicine (Course 
Physical Medicine 
Instruction Seminar 
General Course in Physical 
Medicine 
Physical Medicine 
Ditaabled 
University of Pennsylvania Graduate School of Medicine, Physical Medicine (Basic 
237 Medical Leboratories. Philadelphia Studies) 
University of Wisconsin Medical School, 418 N. Randall K.. Physical Medicine for Spe- 
Madison ctalists * 
PHYSIOLOGY 
Wayne University College of Medicine, 1516 St. Antoine . Physiology Survey 
Univ of and 
- ' and Chemistry of 
Tract, 
— of the Cardio-ras 
cular and Blood 
New York Medical College, Flower and Fifth Avenue Mas- Senate 
pitals, 20 K. 106th ., New York _ _ 
Senses 
Physiology of the Nervous 
Physiology of 
( Normal and Pathalogieal Phy- 
slology — Functional and 
ew Tet Medical School, 363 K. 20th St., 
ormal 
stology — Functional and 
Phystology 6.00 
— — 
Retereaces will be found on page 735. 
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Institutions Title of Course and Course 


University of North Carolina School of Ain 
Medicine, Chapel Physiology 


— — tun time, per month — 
Duke University School of Medicine, Durham, N. C. : 


Recent Advances in Physiology 10-12 weekly seminars, part per month 50.00 


time, 
POLIOMVELITISO 
of Southern California School of Medicine, 1200 8 — Medicine ia the 4 weeks, time, * 100 
Georgia Warm Foundation, Warm Springs Poliomyelitis 2 weeks, first Monday in October 1947 Not given 
PROCTOLOGY 
Island College of Medicine of the Proctology a twice a week, October 25.00 
County Bedford Ave. Brooklyn 
; and Gastroenter- weeks, October 1, 1947-January 2, 1968 100 0 
New York Polyclinic Rc Hospital. Froctology 6 weeks, October January 20 0 
W. Seth St., Kew York — 12 
operative Proc - 
At: Bellevue Hospital 
PUBLIC NEALTH 
Yale University School of Medicine, 333 Cedar St. New Public Health Administration „ months, full time,** September 40.19 
2 Intramural Training ta ® months, September 2, 1947 500 0D 
Orleans feal Medicine and 
University, School of and Pub- Public Health § months, full September . 
Public Health months, Keptem! 22, wer Not given 
University Minnesota, School of Public Health, Minne- Course for Health Officers 9 months, full time, September Residents 30.00 
apolis 14 1947-June 1948 Non-residents 75.00 
— 47 New Scotland Ave., Albany Extension Course for Graduate 1 year, cont 0.00 
N and New Y¥ State Dept. of Health ll Rea Officers 
¥ School of Public Health, 630 W. 168th 1. Public Health; 2. Hospital 1 year minimum, not given Year 499.00 
., New York Administration 
New Y State Department of Health. 76 State St., — 11 14 months, full time, continuous None ** 
months Training ; 
University of North Carolina School of Medicine, Chapel Hill Public Health n per quarter 160.00 
Duke University School of Medicine, Durham, N. C. Public Health 3 months or longer, full time, per month 0.00 „ 
Vanderbilt University School of Medicine, Nashville, Tenn. Master of Public Health of ——~ By - per semester 10.00 
RADIOLOGY 
Cook County Graduate School of Medicine, 427 S. Honore Lecture and Clinical Roent- 2 weeks, full time, rat Monday 123.00 
., Chicago of every month 
x 2 weeks or 1 month, full time 12 100.00 
— of Kansas School of Medicine, 39th St. and Ratn- Radiology and Cancer 3 days, January 19-21, 1948 15.00 
[Medical X-Ray Conference 1 „1 afternoon a week, der quarter 10.00 
Medical X-Ray Conference 1 . Rafternoon a week, per quarter 10.00 
Wayne University College of Medicine, 1516 St. Antoine St. / pasiciogy Seminar Conference 1 quarter, 1 evening ® week, 20.00 
— — Cont 1 er, 1 evening a week, 10.00 
Radiology Physics and Therapy 1 „ levening a week, per quarter 10.00 
University of Minnesota Medical School, Minneapolis Continuation Course in Radi- 1 week, December 1947 (tentative) Arranged 
At: Center for Continuation Study 90 
. I: Haddon Hall, Atlantic City, N. 3. ology and Physics? 
of the Clinical 20.00 
At: Jewish Hospital X-Ray Diagnosis 2 2 
At: Long Island College of Medicine a 10 seasions, once a week, 20.00 
Radiological Physics September 24- 25.00 
November 21, 1947 
At: Ans“ Hospitals 250.00 
20 K % . Veet [Radium and Roentgen Therapy 1530.00 
New York Polyclinic Medical School and Hospital, 341-353 Radiology 3 montha, Oct Moher 1, 17 300 00 
New York University College of Medicine, 417 First Roentgenology 30.00 
— — 


. ::. ᷑ ?m e?ͥ—mßk ʃm̃ʃ̃᷑ ᷑T8᷑— -n. 
PHVSIOLOG Y—Continved 
0 
References will be found on page 735. 


POSTGRADUATE COURSES 
Postgraduate Courses for Practicing Physicians—July 1, 1947 to Jan. 15, 1948—Continued 


Institution Title of Course School and Course and/or Tuitica 
RADIOLOGY—Coatinved 
I Na S.W. Marquam Radiology 5 days, full time, Nov. 10-14, 1947 50.00 
American College of Radiology, 20 N. Wacker Drive, Chicago Preceptorships Arranged at various times None 
and Philadelphia Ray Philadeiphia 
University of Pennsylvania Graduate School of Medicine, Radiology (Basic Studies) & months, full time, October 1947- £00.00 
237 Medical La 1 May 
Meharry Medical College, 18th Av. North at Meharry Radiology 6 montha, July 1, 7. per quarter 123.00 
Bivd., Nashville, Tenn. . January 15, 
SURGERY 
College of Medical Evangelists, Graduate School of Medi- Basic Sciences in General 33 time, October 1, 1947- 1 
cine, Boyle and Michigan Ave.. June 1948 nominal 
University of California School of Medicine, 1200 (Course 756) 4 weeks, 
: a - General (Course . tun 
At: Los Angeles County Hospital | 735) Course 15040 
1 Month General Surgery 4 weeks, full time, Aug. 4, 1947 300.00 
0 General Surgery 4 weeks, full time, Sept. ä. 1947 308.60 
General Surgery 4 weeks, full time, Oct. 6, 1947 86.08 
General Surgery 4 weeks, full time, Nov. 17, 1947 308.00 
Anatomy and Clinical 
: 2 Weeks Course 2 full 
— pn ay weeks, time, Aug. 18, 1967 180.00 
2 Weeks Course 2 full 1947 
— Surgical weeks, time, Sept. 22, 150.60 
| 2 Weeks Course Surgical 2 weeks, full time, Ost. 20, 1947 130.00 
: 2 Weeks Course 2 full Nov. 17. 
— Surgical weeks, time, 150.00 
Surgical Anatomy on the 10 weeks, part time, Oct. 1, 1947 125.00 
1 Surgery of the Colon and 1 week, full time, Sept. 15, 1947 100.00 
Surgery of the Colon and 1 week, full time, Nov. 3, 1947 100.08 
Surgical . Preopera- 10 weeks, part ume, Oct. 1, 1947 100.00 
tive and Postoperative Care 
Surgical 2 weeks, 200.00 
ꝙ— ——ꝓ 1 week, full Sept. 15, 1947 100.00 
0 Vaginal 1 week, full time, Oct. 18, 1947 700.00 
ot Kansas School of Medicine, 39th St. and Rain- Continuation Course in Sur- iz weeks, once a week, September 2%, 1947 50.08 
bow „ Kansas City gical Pathology 
Surgical Pathology r time. Not gives 
10 12 
Surgical Physiology CIF Not given 
October 1947 
—1 A 1 quarter, part time, October 1047 1 
Wayne University College of Medicine, 1516 St. Antoine 8t., — 1 Some 
Detroit Surgery Seminar 1 quarter, afternoon per querter 16.69 
Cornell Medical College, 1900 Terk Ave, Hew Anatomy 3 weeks, September 2-20, 1947 150.08 
Gastrointestinal Surgery Not 
New York Medical Flower and Fifth Avenue Hos- Surgical of Peripheral Not given, 900.00 
pitals, 20 K. 106th St., York Vascular 
Surgical Technique 0 hours, arranged 373.00 
Thoracic Surgery — 25.00 
days, full time, Nov. 17-22, 1947 60.00 
Part time, arranged 180.00 
to Surgeons)? 
5 days, full time 85.00 
(Restricted to »? 
of for 4 weeks, full time 200.00 
— 2 weeks, full time, Sept. 125.00 
r 
(Restricted to Surgeons)? 2 
6 days, full time, Oct. 6-11, 1947 75.00 
New York Post-Graduate Medical School, 303 E. 26th Surgical Anatomy Applied Part time, arranged 100.09 
New York 3 *. Colon and’ Rectal Bur- 
(Restricted to Surgeons)? —_ 
ver) — to Sur- 
Anstemy 12 sessions, part time, arranged 200.08 
—— Pert 
to Thoracic (Cadaver) 22 
15 weeks, time, Sept. 16-Dee. 90,1047 200.00 
to Burgeons Pathol- 


References will t: feued on pege 735. 


POSTGRADUATE COURSES 
Postgraduate Courses for Practicing Physicians—July 1, 1947 to Jan. 15, 1948—Continued 


Registration Fee 
Institution Title of Course School and Course and/or Tuition 
SURGE 
New York Polyclinic Medical School and Hospital, 341-353 Combined Surgical Course 3 months, October 1, 1947- 350.00 
W. Seth ., New York January 2, 1068 
Duke University School of Medicine, Durham, N. C. Surgery 3 months or longer, full time, per month 50.00 
e General Surgery 5 days, full time, Sept. Ort. 3, 1947 50.00 
University of Pennsylvania Graduate School of Medicine, Surgery (Basic Studies) 8 months, full time, October 1947. . 
237 Medical Laboratories May 1948 
Meharry Medical College, 1005 18th Av. North at Meharry Surgery 6 mon time, July 1, per quarter 125.00 
Bivd.. Nashville, T : 1947-January 
v U School of Medicine, Nashville 4, Tenn. Surgery 1947 for 3 months 146 n 
Southwestern Southwestern Foun- Postgraduate Course in Kur- 33 weeks, 2 hours a week, 
dation, 2211 Oak Lawn, Tex. aay Preparation for Spe- September 1947-June 1948 
B, Surgery 1 week, November 1947 25.00 
University of Vermont College of Medicine, Pearl St., Col- Surgery Minimum 4 weeks, part time, per year 20.00 
4111 — July 1947-January 1648 or pro rated 
University of Wisconsin Medical School, 418 N. Randall &t., Surgery Course for Specialists : 24 months, arranged per month 100.90 
THERAPY 
.. ᷣ—2 teens tm Therapeutics Clinic 5 days, October 1917 Not given 
bow | Kansas (ity (tentative) 
University College of Medicine, 1516 St. Antoine Therapeutic Seminar 1 quarter, part time, 1947 given 
of Soriety County Clinical Therapeutics 12 sessions, twice a week, 
1313 Ave., 16 October 6, 1947 
At Sanatarium and for Chronic Dis- 
oliege of Physicians and Surgeons, Physiolagic Therapy in Res- 6 days, full time, January 0.00 
630 W. 168 K. York 32 pratory Diseases . 
1 Therapy in General 4 months, part time, October 7, 1947- . 
At: Mount Sina! Hospital { February 10, 1948 
Recent Advances in Therapy se 35.00 
is of — School, 3181 SW. Marquam Applied Therapeutics 5 days, Oct, 13-17, 147 0 
TROPICAL MEDICINE 
Tulane of 1430 * Intramural in 0 147 500.00 
Louisiana, Tulane Are, New — — months, September 2, 
Health 
UROLOGY 
of Medical Evangelists, Boyle Michigan Ave., Basic Sciences in Urology 33 weeks, full time, October 1, 1947- 300.09 
June 11, 1968 nominal tee 
Coy Urology 1 month or longer, October 1, 5.00 
Ave., Brooklyn 16 
6 months, full time, July er. 500.00 
pital, 525 K. 68th St. New York 05 Course in 6 months, full time, January-July 1948 500.00 *2 
Chet, & 2 months, full time, Oct. 1-Nov. 26, 1947 n 
Urology and Allied months, full time, October 1, 1947 900.00 
Kew York Usiversity College of Medicine, art First Ave., Urology 6 weeks, part time, September 29, 1947 100.00 
At: 


4 Public Health Service Arkansas State Board of Ninth Postgraduate Course in 3 weeks, full time, Fall wer None 
2. National Pork, The Mens and Con- 
University of California Medical School, San Francisco 22 Course in Venereal Diseases rr N 00.00 
Bureau of Social Hygiene, Department Health, 125 Practical Course in 1 morning a week every 2 weeks None 
Worth New York * 
Central Clinic Seminar in Diagnosis and 14 sessions, Fall and Winter None 
* Treatment of Venereal Dia- 1947-1948 
ease (Lectures) 

Columbia University College of Physicians and Surgeons, Venereal and Skin Diseases 6 days, full time, December 14, 1947 30.00 
630 W. 168th ., New York 32 

1. Special contract to Wer Department. 14. Includes meals. 

2. Specialists only 15. Free to physicians on active duty at Cook County Psychopathle 
. III 16. Full-time employees of the Mlinols Department of Public Welfare 
fee to physicians tm service „ 
8. Followed by 12 months in hospital administrative internship. Psychoanalysis. 

6. Tra given in various institutions throughout country. Appli- 18. Candidates in training only. 
cant must his own arrangement with institution. 19. $5.00 per session paid to physician in training by State Depart- 
7. Stipend paid on per diem basis. ment of Health. 

8. In each teaching district-—covering the state in 2 years. 20. Or equivalent if taken on part-time 

9. Pre-requisite— Course 730. 21. Especially for candidates for American Board of Surgery. 

10. Evening seminars to be announced during course. 22. No extra charge for longer stay. 

II. Fellows and Jr. candidates. 23. Stipend (including travel) and tuition fee (when there ts such) 
12. Including dinners and luncheons. paid for by the department. 

13. Write for schedule to: Committee on Graduate Education, 230 24. Paid by State Health Dept., also stipend paid during training 
State . Harrisburg, Pa. period. 


Vo. 134 

sae 
Duke Uni School of Medicine, Durham, N. C. Urology per month 
114 Graduate School of Medicine, Urology (Basic Studies) 8 months, full time, October 1947- 509.00 

237 Medical Laboratories, Philadeiphia 4 May 1948 
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Titles marked with an asterisk (“) are abstracted below. 


American Practitioner, Philadelphia 
1:343-400 (March) 1947 
Prematurity from the Viewpoint of Obstetrician. N. J. Eastman. 
343. 


Venereum. J. 
F. Thorek.—p. 375. 
Treatment of Migraines. M. T. Engethardt and V. J. Derbes.—p. 392. 


Archives of Dermatology and Syphilology, Chicago 


nvolving Buttock and Lymph Node: 
in Embryonic Yolk. D. B. Jennison, EK. B. Helwig 


O. G. Costa — p. 358. 


— ane. 
— E. Denhof and M. H. 


Cook.—-p. 355. 
Leishmaniasi 7. 
and Tropical Ulcers. 


CURRENT MEDICAL LITERATURE 


in Congenital Heart 
The report by Johnson and his associates is based on the study 
of 17 children with congenital heart disease in which this 
has been employed. patients ranged in age from 
19 months to 16 years. Of the 17 patients studied, 9 were con- 
to have interventricular septal defects in view of the 
information provided by catheterization. The authors regard 
the method of heart catheterization as a most useful adjunct 


Journal of International College of Surgeons, Chicago 


Impending Death 1 

Surgical Concept in H rotdism. 
. W. McK. Craig and J. S. Barr 
—p. 

Dermoplasty of War Wounds of Extremity. J. F. Pick.—p. 28. 
Anatomic and Cc of Phrenic and 

Nerves. M. J. Rajanna.—p. 42 

Prostheses for Nose. A. M. Brown.—p. 83. 

Operative for External and Internal Strabismus. J. P. Rigg. 
—p. 63. 

U of Old Stump of Right Ureter with 


Controlled 

Consideration on 10,000 the Workers’ Hospital 
in Lima. PF. B. Carlin and J. Fuentes.—p. 1 

New Technic and Its Extraction of Fetal Head in Seg- 
mental Cesarean Section. Urpi Rodriguez.—p. 126. 

Should Be Preferred to Total Hysterectomy in Nonmalignant 
Lesions? E. Reno p. 1 


Medical Annals of District of Columbia, Washington 
16: 119-172 (March) 1947 


v 
'ͤ 737 
slightly more effecti boric acid-salicylic aci 
Current Medical Literature one fourth of all the mon ant 
1 had clinical evidence of active fungous infection of the feet. 
AMERICAN Canadian Medi Association 
The Association library lends periodicals to members of the Association cal Journal, Montreal 
end to individual eubecribers in continental United States and Conade ,56:249-360 (March) 1947 
or a period ys. Three journals ma borrowed at a time. °H heterization i nvestigation “ongeni 
Periodicals are available from 1937 to date. ” Requests for — of 48 — D. G. Walle and ö 2 — 
earlier date cannot be filled. Requests should be accompanied with stamps Some Observations on Nasal Cilia. G. E. Tremble p. 255 
to cover postage (6 cents if one and 18 cents if three periodicals are New Method of Ureterointestinal Anastomosis Prior to Total Cystectom 
requested). Periodicals published by the American Medical Association for Carcinoma of Bladder. R. H. Flocks.—p. 259 1 
are not available for lending but can be supplied on purchase order. Importance of Blood Changes in ‘Coronary Occlusion „ — 
Reprints as a rule are the property of authors and can be obtained for J. H. u. Hilton, S. R. Townsend and K. S. Milte b. 263. 
permanent possession only from them. — — * as Diagnostic Probem: Study of 100 Cases. H. B. 
b. 268, 
Sudden Death, W. J. Deadman.—p. 273. 
— Anesthesia for Plastic Surgery. R. A. Gordon p. 277. 
Problem of Muscle Relaxation in Surgery. H. R. Griffith —p. 281. 
Phichothrombosis and Its Treatment. K. S. Mills.—p. 284. 
Anesthesia in Thoracic Surgery. H. J. Shields p. 287. 
Bone Lesions Encountered During Infancy. A. E. Childe.—p. 292. 
Penicillin in Treatment of Sinusitis. R. Scott-Moncrieff.—p. 296. 
— — — Treatment of Mastoiditis in Children. I. H. Leeson.—p. 298. 
Role of Vitamin Deficiencies in Neuropsychiatric Diseases. N. O. Brill. Psychological Component. B. I. Lewis p. 303. 
353. Vertigo. T. J. p. 308. 
Blood — Tests in Disputed Paternity Cases. I. Davidsohn. Occupational Therapy in Rheumatoid Arthritis. H. P. Wright. p. 313. 
Chemical Tests for Alcoholic Intoxication. C. Muchtherger.—p. 360. 1 
Legal Problems Regarding Blood Grouping Tests in Paternity Cases 
and Scientific Tests for Alcoholic Intoxication. F. K. Inbau.--p. 363. 
88:309-432 (March) 1947 
Clinical Use of New Antihistaminic Compound (Pyribenzamine) in * a | heart disease. 
Certain Cutaneous Disorders. E. D. Osborne, J. W. Jordon and 
Dermatol oblems taging Station ospital. 21. a 
Hanfling and A. A. Goldbloom.- 322. 8031-134 (Jan.-Feb.) 1947 
Kaposi's Varicelliform Eruption: F. M. Lynch and R. J. Steves. 
—p. 327. 
134 — — of Face Caused by Trichophyton Camerounense. 
E. Bernhardt.-—p. 
of Donovon Rody 
and J. M. Milstone.—p. 342. 
*Acne Vulgaris Treated with Vitamin A. F. W. Lynch ant C. C. 
Epidermalysis. Bullosa of the Newborn. J. HM. Lamb and R. Halpert. Goiter Due to Todine Deficiency in Childhood. E. S. B.—p. 110. 
—p. 369. 
Basal Cell Epithelioma in Psoriatic Patch. A. G. Franks and J. I. 
Barner. —p. 375. 
Treatment of Mycotic Infections by Inhibiting Respiration of Derma- 
tophytes. F. A. Dolce and W. J. Nickerson.—p. 379. 
Reactions in Treatment of Syphilis with Penicillin. S. Fromer.—p. 385. 
*Undecylenic and Propionic Acids in Prevention and Treatment of 
Dermatophytosis. M. B. Sulzberger and A. Kanof.—p. 391. 
the effects of vitamin A given orally in daily doses of 100,000 
units to a group of university students with acne. The patients ‘*Nondysenteric Amebiasis: General Considerations and Possible Relation- 
received no advice as to diet or hygiene, and no other treatment —_—, “hi, to heumatoid Arthritis. | M. W. Perry.—p. 119. 
was given. There were 45 patients to whom vitamin A was National Hotel Epidemic — — H. J. Rok — * 
a given for a sufficient length of time (four or five months) to Glomus Tumor. W. H. Gerwig Jr.—p. 135. Sieg 
permit evaluation. A comparison of the results of vitamin A Nondysenteric Amebiasis.—P think amebiasis i 
treatment with those obtained with nicotinic acid or other generally thought of only in terms of — — "He 
treatments reveals that vitamin A does not produce remarkable stresses the importance of the carrier state, in which the lesions . 
improvement in acne. are smaller and often microscopic. The organisms tend to grow 
Undecylenic and Propionic Acids in Dermatophytosis. in the cecum and the terminal ileum. The appendix is frequently 
—Sulzberger and Kanof summarize the results of experiments involved and is often removed for so-called chronic appendicitis. 
performed under the direction of the Research Division of the No patient with so-called chronic appendicitis should have an 
Bureau of Medicine and Surgery of the United States Navy. appendectomy without first having adequate studies of the stools 
The object of the experiments was to ascertain the efficacy of for amebas. Patients with nondysenteric amebiasis have a tender 
certain fatty acids and their salts in the prophylaxis and treat- cecal area and a somewhat enlarged and palpable liver. There 
ment of dermatophytosis. Nine agents were compared and are is need for a careful study of the feces whenever these signs 
listed in approximately descending order of efficiency: 1. Undec- are detected. The author has detected amebas in persons with 
ylenic acid-undecylenate powder. 2. Diodoquin 5 per cent in rheumatoid arthritis and thinks that the lesions produced in the 
talcum powder. 3. Vioform 1 to 3 per cent in talcum powder. right colon by the ameba in the carrier or nondysenteric state 
4. Calcium-zinc propionate powder. 5. Sodium propionate are capable of providing a port of entry for pathogenic bacteria. 
powder. 6. Foot powder U. S. N. 7. Boric acid-salicylic He cites a case which illustrates the role amebiasis may play 
acid powder. 8. Talcum powder. 9. Thiourea 5 per cent in in rheumatic difficulties and how treatment of the amebiasis will 
talcum powder. Undecylenic acid-undecylenate powder was counteract the rheumatic symptoms. 
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Diversion Achieved by Simple Lamp O. N. 
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Quarterly J. of Studies on Alcoh — 
7:499-638 (March) 
*Effect of B Complex Vitamins on Voluntary Consumption of Alcohol by The postoperative mortality for the entire 
Rats. R. Brad W. WwW 499. 
. Detosicant Acute “Alcoholic Intoxication, The postoperative mortality during t 
J. Thimann and PF. Peltason.—p. 506. and nine months of the study, during which 
Imprisoned Abnormal Drinkers: Application of Bowman-Jellinek Classifi- done, was 16.3 per cent. Twelve patients 
cation Schedule to Institutional Sample: Part I. Review and Analysis operation for three years or more. Calculatic 
of Data. M. Floch.—p. 518. 
Etiology of Alcoholism: Working Hypothesis Involving Interplay of 0 patients surviving the operation shows t 
Hereditary and Environmental Factors. R. J. Williams.—p. 567. survive twelve months or more. It is impossi 
Contribution of Alcohol to Accident Fatalities in Hennepin County the importance of nutritional care in the po: 
Opinion satients subjected to total gastrectomy. I 
trointestinal tract as completely at rest 
B pid stress at the suture lines, nothing is 
Brady least three days. During this period bk 
- plus \ licated. With the advent of protein hydre 
selection experiments. 
of alcohol voluntarily 
the vitamin B complex. 
on a deficient diet it cc 
levels by feeding a “cc 
in the diet usually broug 
consumption. 
Insulin Subshock 
proved to be superior. : 
Surgery, Gynec 
84: 
"Ligation of 
Adenoma of Thyroid. 0. — 
W. McArthur.—p. 415. 
Hepatic Duct for Papillary : ces with iliac bone as 
tal bone is 
** — 
435. in the technic d 
ments of grafting 
ALC the graft operation inc 
400 nce of postoperative 
Chee Wail. n the presence of infectic 
cd as late as four or 
ossibly to incomplete met 
he graft and the result 0 
the dominant reasons for 
onjunction with grafting 
aployed, for example, w 
when an absolutely strai 
To assure absolutely rigid 
especially when large 
bone graft operations 
cases associated with pc 
o such errors in technic 
and failure to use a plate « 
patients operated on. infection does not mean 
ferior vena cava as bn, especially if the infection is n 
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An asterisk (*) before a title indicates that the article is abstracted 
below. Single case reports and trials of new drugs are usually omitted. 


British Journal of Dermatology and Syphilis, London 
$9:85-124 (March) 1947 


Experiences in of Prisoner of War Camp Hospital 
in Singapore, 1942-1945. I. — 224 

Vitiligo in O. G. Costa.—p. 1 

Recurrent Bullous 


British Medical Journal, London 
1:325-366 (March 15) 1947 
*The “Costoclavicular Syndrome.” E. D. Telford and 8. Mottershead. 


and EK. de Valera.—p. 335. 

Report on Case of Melioidosis from Siam. J. P. J. Paton, C. R. Peck 
and A. van de Schaaf.—p. 336. 

Case of Melioidosis Presenting as an Abscess in the Neck. C. R 
Peck and T. Zwanenburg.—p. 


nothing to do with the costoclavicular syndrome. 


Journal Ovet. & c of Brit. Empire, Manchester 
%4:1- ass (Feb.) 1947. Partial Index 


Journal of Tropical Medicine and Hygiene, London 
(March) 1947 
Malaria in White Troops in West Africa: A Review of 


300 Cases. T. C. Studdert. 44. 
Maintenance of Anopheles im the Laboratory. R. Hunt 
and Pauline Davey.—p. 


CURRENT MEDICAL LITERATURE 


4:257-288 (March 1) 1947 


Schistosomiasis: Outbreak in Royal Australian Air Force. 
W. P. H. Dakin.—p. 257. 
Leon Daudet: Extracts f from His Memoirs Dealing with French Medi- 
cine ineties. 


— 


19 women, treated in the neurosurgical division of the Serafimer 
Hospital from 1929 to 1944, general symptoms of increased 
intracranial pressure appeared as a rule before local symptoms, 
while eye signs were absent in only 6 instances. Bilateral 
iridoplegia occurred in 37, reflex iridoplegia in 21, paralysis 
of vertical conjugated movements in 19, partial paralysis of the 
oculomotor in 10, paralysis of convergence in 7, isolated 


In the 41 patients operated on the primary mortality was 20, 11 
the fate of 


. M. 
FOREIGN Medical Journal of Australia, Sydney 
20 100. Paral inten 
Some Rules for Employment of Local Analgesia in Treatment of Somatic 
Pain. M. Kelly.—p. 235. 
P. M. de Burgh, Ruth A. Sanger and R. J. Walsh.—p. 239. 
Thiamine and Riboflavin Content of Some Commercial Vegetable and 
Present Position of Allergy. D. M. B. Riley. —p. 270. 
—p. 325. 

Swallowing of Foreign Boies. — 332. Wiener Ww Vienna 

—s Foreign Bodies: Cases Treated in a Military Hospital. G. St. 07:93-108 (Feb. 22) 1947 
. Hallett. 334. 

Variation in Titer of Rh Antibody During Pregnancy. M. D. Hickey , Pathogenesis and Causal an = Gastric Ulcer. 1 

F. Hofl.—p. 96. 
—p. 99. 
Abdominal Amnion Puncture as Differential Diagnostic 

Costoclavicular Syndrome.—Telford and Mottershead base Aid.—The diagnostic amnion puncture, as used by Hoff, is 

their conclusions on findings at 120 operations undertaken for based on the reasoning that in the presence of a total 
the relief of pressure on the neurovascular bundle of the arm; hydatidiſorm mole the entire uterus is filled with hydropically 
on examination of the effects of posture of the shoulder girdle on wollen chorionic villi and no amniotic fluid can be obtained 
the radial pulse in 120 medical students, and on the evidence de Puncture of the uterine cavity. If amniotic fluid is aspirated, 
obtained by dissection of 30 bodies. No one mechanical cause de unusually rapid enlargement of the uterus is not due to 
: ; a vesicular mole. The author stresses that early diagnosis of 
can explain all cases. Damage by pressure ef the clavicle cystic mole is difficult without the described hod. | 
cannot happen in pure depression of the shoulder but is a likely — roentgenograms mor hormonal saslyses are — 
event in retraction and abduction if cervical rib or abnormal before the typical vesicles are discharged. Since it is partic- 
first rib is present. These cases will probably show whole warty difficult to differentiate a cystic mole from a hydramnion 
plexus symptoms. The most common cause of symptoms is the or a twin pregnancy the abdominal amnion puncture is advisable 
hanging up of the plexus on a cervical rib or other mechanical in. doubtful cases. With proper regard for contraindications, the 
obstacle. These cases are likely to show lowest trunk symptoms. method is comparatively simple, reliable and safe. v 
The phenomenon of alteration in the radial pulse on movements 19 
of the shoulder is due to causes distal to the clavicle. It has Mordisk Medicin, Gothenburg 
33:1-58 (Jan. 3) 1947. Partial Index 
Surgical and Bronchoscopic Treatment of Bronchial Asthma. J. L. 
Hansen and C. M. Smidt. p. 4. 
Hospitalstidende 

— and Their Treatment Zondek and Y. M. Brombers.—p. j, ‘Examinations of Miliee tm Acute Anterior Stinks 
ce of Radictogy in Predicting Didicukt Leber. J. C. Meir.—p. Initial Disorder in Acute Anttrior Poliomyelitis. E. Skinh¢j.—p. 9. 

Extent to Which Initial Symptoms im Acute Asterior 

Technic of the I Cesarean Section. C. Ubma.—p. 65. 

Fibroids in Pregnancy: Analysis of 122 Cases Treated in University ; * H 
College Hospital, London, from 1934 to 1945. E. W. C. Buckell. yeiea 

p. 70. *Tumors in Pineal Body. R. Meller and G. Wohlfart. p. 15. 

Statistical Study on Effects of Exercises on Childbearing. Helen E. Gastroscopy. L. Walk.—p. 21. 

Rodway.—p. 77. Plasma Cells in Bone Marrow in Hyperglobinemia. I. Séderhjelm. . 

Timing of Endometrial Biopsy. Margaret Hadicy-Jackson.—p. 86. —p. 24. 

“ware with Description of Case. arher and Doreen Daley, Tumors in Pineal Body.—Miiller and Woblfart say that 
p. 91. in the 47 cases of tumor of the pineal gland, in 28 men and 
Endocrine Allergy Zondek and Bromberg suggest for the 

treatment of endocrine allergy (1) desensitization by the sub- , 

cutaneous injection of the hormonal allergen in gradually 

increasing doses, (2) desensitization by the “depot method” 

involving the implantation of hormone pellets, (3) desensitiza- 

tion by percutaneous treatment with hormone ointment and (4) 

elimination of the allergenic hormone from the body by the 

inhibition of the gonadotropic hypophysial function with large abducens in 11. There were 13 cases of vertical nystagmus, 5 of 

doses of estrogens or androgens. In 47 cases of endocrine  horizontal-rotatory nystagmus and 2 of converging nystagmus. 

allergy treated by specific desensitization complete recovery was Puberty precox was not seen. Tinnitus, which may appear 
obtained in 51 per cent, improvement in 28 per cent and negative before the general symptoms of pressure, is an important if not 
results in 21 per cent. In 2 cases the allergenic hormone was especially common symptom not sufficiently noted in the litera- 
eliminated by the inhibitory effect of high doses of testosterone ture. It has not been established that puberty precox is due 
on pituitary secretion. to destruction of the pineal gland. The diagnosis of pinealoma 
or pineoblastoma was made or suspected in 29 cases; 1 case of 
— 
1 being unknown, 9 patients are living, 1 two and a half years | 

the 7 are able to work and are practically without symptoms. 
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